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ARIZONA COTTON RESEARCH AND PROTECTIONQOUNCIL
3721 East Wier Avenue
Phoenix, Arizona 85040-2933
(602) 438-0059 - Phone
(602) 438-0407 - Fax

Dennis Szuhay, Acting Chief May 23, 2003
Microbial and Plant Incorporated Pesticides Branch
Biopesticides and Pollution Prevention Division
Office of Pesticide Programs

U.S. Environmental Protection Agency JOIETY
Room 910, Crystal Mall 2 e v
Arlington Virginia, 22202 Rt L0,
(703) 308-8260 cesees N
RE: Pending Section 3 Registration-Aspergillus flavus AF36 v
EPA Reg. No. 71693-R; Active Ingredient # 006546 feane’
Pending Pesticide Petition # 8£5001 PRI
RAL Shanaz Bacchus (703)308-8097 MR

Dear Dennis:

This is in response to your letter dated May 22, 2003 (attached) notifying us about our
active ingredient Aspergilius flavus AF36 eligiblility for a conditional Section 3(¢)7(C)
registration on cotton in AZ and TX. We are hereby committing to provide the following
data within the time frames you requested as shown below as conditions of registration:

1. Guidelines 151-10 through 151-16 (OPPTS Gdin 885.1300): Product Identity

Analyses of 5 batches is required at production and must include data relevant to
certification of limits, detection, identification, enumeration and rejection limits of
metabolites and potential human pathogens (bacterial and fimgal) using routine
quality control and assurance methods to be implemented for large scale production.
Batch analysis must also include viability and storage stability data. All batches
containing human pathogens above regulatory levels must be destroyed. A
confirmatory method, other than Vegetative Compatibility Group analysis, is required
to confirm identity of the active ingredient, Aspergilius flavus AF36. Data to remove
this condition of registration must be submitted within 2.5 years of the conditional
registration, If at any time the formulation, manufacturing process or quality control
methods change, you must submit appropriate relevant data to amend the conditional
registration of this microbial active ingredient.
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Our understanding of “enumeration and rejection limits of metabolites” is that we will
continue to analyze for aflatoxin in the working culture by TLC in all batches as
already described in MRID 44626101 which is prior to inoculating the wheat. We
agree to do the analysis for aflatoxin as a post production analysis only as part of the
five batch analysis, but there will not be any post production analysis for aflatoxin as
part of the routine quality control procedure.

Similarly, our understanding of “A confirmatory method, other than Vegetative
Compatibility Group analysis, is required to confirm identity of the active ingredient,
Aspergillus flavus AF36” means that we will continue to utilize vegetative

compatibility grouping as a test prior to and after production . We agreeto use a «

DNA based confirmatory method only on the 5 batch analysis, but not as part of the. °, .e
routine quality control procedure. .

ll L ]
[ E 2 A NN} -

*e *

2. Efficacy data are required from a large scale field trial in TX to confiyqn the '+, »

bridging of data from Arizona to Texas and to demonstrate that Aspergimuﬂams oo,
AF36 reduces aflatoxin-producing strains of Aspergillus flavus

I.lll

00 0
L]
l.l.l L

A table clarifying these data requzrements is below, Through communication with *,,,,*
Shanaz Bacchus, we understand that you already have the appropriate final draft label .

for stamping. We understand that further data may be required for different

" W

formulations and application methods and other use sites, on a case by case basis, if
such amendments ensue during this conditional registration.

Data required as a condition of Registration of Aspergillus flavus AF36

Guideline Title of Study Data Required Due Date
885.1300 Discussion of Formation of unintentional | During production of
151B-12 Formation of ingredients, human pathogen | 3 baiches or 2.5 years
Unintentional and metabolite identification | after conditional
Ingredients and quantification (including | registration date.
aflatoxin quantification).
*885.1400 Analysis of Samples | 5 baich analysis to include | During production of
151B-13 viability and storage stability | 5 batches or 2.5 years
data. after conditional
registration date.
*885.1300 Certification of Standard data requirement | During production of
151B-15 limits for production batches. 5 batches or 2 years
after conditional
registration date.
Non-guideline: required Efficacy/Product Lfficacy/Product 2.5 years after
for public health hazard Performance Performance data to conditional

demonstrate the reduction of
toxigenic strains by A. flavus
AF36 in Texas.

registration date.

24




Sincerely,

Larry Antilla,
Staff Director
Arizona Cotton Research and Protection Council

CC: Shanaz Bacchus, BPPD, USEPA
Phil Hutton, BPPD, USEPA

Janet Andersen, BPPD, USEPA R
Peter Cotty, USDA-ARS cesves
Phil Wakelyn, National Cotton Council e
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TO: (Name, office symbol, room number, _ initlals | Date
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.i' j}Z {;WC\)“&'{ %Q’w
2.
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5.
Action Flie Note and Return
Approval For Clearance Per Conversation
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26




.‘ - ™

UNITED STATES ENVIF{ONN‘HENTAL PROTECTION AGENCY

X0 8Ny,
- e

A7
%@ M & WASHINGTON, D.C. 20460
P
DOFFICE OF
PHREVENTION, PESTICIOES, AND
TOXIC SUBSTANCES

Memorandum
SUBJECT: Cost of Publishing Documents in the Federal Register

FROM: John A. Richards, Director, OPPTS Federal Register Staff (7104T)

T0: OPPTS Document Drafters

In view of the limited amount of money that will be available for
publishing documents in the Federal Register in'the current fiscal year,
the OPPTS Federal Register Staff is cooperating with budget and
program personnel by keeping you informed of printing costs.

This document when prepared with electronic encoding will bill
as follows: '

Document OPPTS No.: © 3P -o8S ¥

Approximate cost: $

)77

/},8’53

We are furnishing this information so that you will be better able
to allocate your funds during the remainder of the fiscal year. Unless
a deliberate decision is made to withhold this document from
publication, it will be forwarded automatically for publication upen its
receipt after signature by my office. A hold can be placed on actual
publication by calling the Federal Register Staff on (566-1580) prior to
signature, and providing alternate instructions.

For OPPTS FR Staff Use Only

Expediiod Temptaled Documents Shell Documants
{Check Cne)
Text Pagos Tablex Text Pageyu Tabies Ad]. value
Yos ND intfat Taxt Revised | oaigi Taxt | FUS8E | inittef Tom Rovaed | mitaiText | Popeed

AecyclewFecyclable » Prnted with Vegelable il Baseo Inks on 100% Recycled Paper (40°: Pestconsumer(
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DP BARCODE: DZ288781

CASE: 062458 DATA PACKAGE RECORD DATE: 05/22/03
SUBMISSION: S630863 BEAN SHEET Page 1 of 1

* % * CASE/SUBMISSION INFORMATION * * *

CASE TYPE: REGISTRATION ACTION: 194 ACTN INI BY AGCY-ADDL REQ
CHEMICALS: 006456 Aspergillus flavus 36 colonized wheat seed 0.0000%

ID#: 071693-R Aspergillus Flavus AF36
COMPANY: 071693 ARIZONA COTTON RESEARCH AND PROTECTION COUNCIL :
PRODUCT MANAGER: S0 JANET ANDERSEN 703-308-8128 ROOM: (51 STH FL

PM TEAM REVIEWER: SHANAZ BACCHUS 703-308-8097 ROOM: (51 5TH FL-
RECEIVED DATE: 03/11/03 DUE OUT DATE: 09/07/03

* * % DATA PACKAGE TNFORMATION * * *

DP BARCODE:I288781 EXPEDITE: N DATE SENT: 03/11/03 DATE RET.: !/
CHEMICAL: 006456 Aspergillus flavus 36 colonized wheat seed
DP TYPE: 001

CSF: Y LABEL: Y
ASSIGNED TO DATE 1IN DATE OUT ADMIN DUE DATE: 07/29/03
DIV : BPPD 03/11/03 /7 NEGOT DATE: /7
BRAN: RPPD-I0 03/11/03 A PROJ DATE: /o
SECT: IO 03/11/03 / /
REVR : CETSITTY 03/11/03 !/
CONTR : . /7 /! /

* % * DATA REVIEW INSTRUCTIONS * * =*

Please confirm that the justifications for the data waiver
requests submitted for the acute health effects studies are
acceptable for the Sec. 3¢ registration of A. flavus AF3é
for use in AZ and TX. If there are deficiencies in this
request, please state clearly what data/justification must
be submitted to satisfy the deficiency.

Thanks,

shawn

* & % DATA PACKAGE EVALUATION * +* %
No evaluation is written for this data package
* % * ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION * * *

DP BC BRANCH/SECTION DATE OUT DUE BACK - INS CSF LABEL
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Aspergilins flavey AF36 May 26, 2003
Biopesticides Registration Action Docunent :
Table 4: Data requirell
Guidelinc Title of Study Data required Date due
*885,1300 Discussion of Formation  Fuman pathogen and metabolite  During production of
151812 of Unintentional identification and quantification 5 batches or 2 years
Ingredients (including aftatoxin after conditional
quantification by HPLC). | registration date.
*885.1400 Analysis of Samples 5 batch analysis to include During production of
I51B-13 another method apart from VCG S batches or 2.5
' analysis to identity dspergillus  years after
Sflavis AF306, viability and conditional
storage stability data. registration date.
*885.1500 Certification of Himits Standard data requirement for During production of
i5{B-15 production batches, 5 batches or 2 years -
after conditional
registration date,
Non- Efficacy Efficacy data to demonstrate the 2.5 years after
guidehine: reduction of toxigenic strains by conditional
required for A flavas AF36 in Texas. registralion date,

public heaith

hazavd

*QPPTS Harmonized Guidelines

VIIL. APPENDICES

APPENDIX A

Table 5 lists the use sites for the product. The registrant must comply with the
appropriate labeling requirements before releasing products containing Aspergillus flavus AF36
as the active ingredient for shipment.

Table 5: Use Site Conditional i-egistrati011

Prebloom application by ground or air to cotton it
Arizona, Texas.

Offieiat date registered:

38
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Aspergiltus floves AF306 May 26. 2003
Biopesticides Registration Action Documerny

APPENDIX B - Citations Considered to be part of the Data Base Supporting the
Conditional registration of Aspergilius flavus strain AF36.

39
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Aspergiiius flavs AF30 : May 26, 2003
Biopesticides Registration Action Document

CITATIONS/BIBLIOGRAPHY

Studies submitted in support of this registration action and Pesticide Petition SE5001

43763400

43763401

43763402

43763403

43763404

USDA/ARS and IR-4 (1995) Submission of Product Chemistry, Toxicity, and Risk
Data in Support of an Expertmental Use Permit for Aspergillus flavus AF30.
Transmittal of 5 Studtes.

Colty, P. {1993) Aspergillus flavus lsolate AF36--Product ldentity and Disclosure of
Ingredients, Manufacturing Process and Discussion on the Formation of Unintentional
[ngredients: Lab Project Number: PR 52B. Unpublished study prepared by
USDA/ARS. &5 p.

Cotty, P. {1993) Aspergillus flavus 1solate AF36--Analysis of Samples, Certification
of ngredient Limits, Analytical Methods for Certified Limits, and Phystcal and
Chemical Properties: Lab Project Number: PR 52B. Unpublished study prepared by
USDA/ARS. &p.

Cotty, P.; Harbman, C. (1995) Aspergillus flavus [solate AF36--Safety Data in
Support of Petition Proposing a Temporary Exemption from the Requirements of a
Tolerance for Aspergillus flavus for Use in Cotton Production: Lab Project Number:
PR 52B. Unpublished study prepared by USDA/ARS and [R-4. 832 p.

Cotty, P. (1993) Aspergillus flavus Isolate AF36: Hypersensitivily Incidents with
Microbial Pest Control Agents: Statement of Finding No Hypersensitivity: Lab

Project Number: PR 528, Unpublished study prepared by USDA/ARS. 4 p.

43763405

43972400

43972401

Cotty, P.; Hartman, C. (1995).Aspergillus Aavus Isolate AF36: Product Performance
Data: Lab Project Number: PR 52B. Unpublished study prepared by USDA/ARS and
[R-4. 145 p.

Interregional Rescarch Project No. 4 (1996) Submission of Product Analysis and
Toxicology Data in Support of an Experimental Use Permit for Aspergillus flavus
AF36. Transmittal of 3 Studies.

Cotty, P. (1996) Aspergillus flavus Isolatc AF36--Analysis of Samples, Certification
of Ingredient Limits, Analytical Methods for Cettified Limits: Amendment No. | to

MRID No. 43763404: Lab Project Number: PR 52B: 52B. Unpublished study
prepared by Southern Regional Research Center, USDA/ARS. 6 p.
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Aspergithiy flavis AF36 May 26, 2003

Biopesticides Regisiration Aclion Docyment

43972402 Cotty, P. (1996) Aspergillus flavus Isolate AF36: Hypersensitivity Incidents with
Microbial Pest Control Agents: Statement of Finding of No Hypersensitivity:
Amendment No. | to MRID No. 43763404; Lab Project Number: 52B: PR 52B.
Unpublished study prepared by Southern Regional Research Center, USDA/ARS. 4

P-

43972403 Shelton, L. (1996) Acute Oral Toxicity Study in Rats: (Aspergillus flavus AF36):
Final Report: Lab Project Number: MO96GAG84.6G31: MA MI6AG84.6G31.
Unpublished study prepared by Microbiological Associates, Inc. 39 p.

43990000 Interregional Research Project No. 4 {1996) Submission of Product
Chemistry Data in Support of the Application for Experimental
Use Permit for Aspergillus flavus AF36. Transmittal of 1 Study.

43990001 Cotty, P. (1996) Aspergillus flavus Isolate AF36--Product Identity and Disclosure of
Ingredients, Manufacturing Process, and Discussion on the Formation of
Unintentional Ingredients: Amendment No. | to MRID 43763401 Lab Project
Number: PR 528, Unpublished study prepared by USDA/ARS, Southern Regional
Research Center. 6 p.

44597000 Interregional Research Project No.4 (1998) Submission of Product Chemistry Data in
Support of the Petition for Tolerance of Aspergillus flavus isolate AF36 infon Wheat.
Transmittal of 1 Study.

44597001 Cotty, P.; Antilla, L. (1998) Aspergillus flavus Isolate AF36 Manufacturing Process
' _and Discussien on the Formation of Unintentional Ingredients. Amendment No. 2
MRID 43763401: Lab Project Number: 52B. Unpublished study prepared by
USDA/ARS, Arizona Cotton Research and Protection Council and Rutgers Univ. 38

p.

44626100 Interregional Research Project No. 4 (1998) Submission of Product Chemistry Data in
Support of the Petition for Tolerance of Aspergillus flavus isolate AF36 infon Cotton,
Transnyittal of 1 Study.

44626101 Cotty, P.; Antilla, L. (1998) Aspergillus flavus isolate AF36-Analysis of Samples,
Certification of Ingredient Limits, Analytical Methods {or Certified Limits:
Amendment No. 2 to MRID No. 43763402: Lab Project Number: 532B. Unpublished
study prepared by USDA/ARS, and Arizona Cotton Research and Protection Council.
Ap
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dspergilius floweny AF30 May 20, 2003

Biopeslicides Regiswation Aclion Bociment

44713700 Interregional Research Project No.4 (1998) Submission of Product Chemistry Data in
Support of the Petition for Tolerances of Aspergillus flavus infon Cotton. Transmittal
of 1 Study.

44713701 Colty, P.; Antilla, L. (1998) Aspergillus Flavus isolate AF36--Amended
Manufacturing Process--Amendment No.3: Lab Project Number: 52B. Unpublished
study prepared by IR-4. 21 p.

45307200 USDA/ARS Southern Regional Research Center (2001) Submission of
Environmental Fate Data in Support of the Petition for Tolerance of Aspergillus
flavus Isolate AF36/Cotton infon Cotton. Transmittal of 2 Studies.

45307201 Cotty, P. (2001) Aspergillus flavus Isolate AF36: Safety Information (Soil and Air
Monitoring of Populations of A. flavus): Lab Project Number: 52B. Unpublished
study prepared by Interregional Reséarch Project No.4, 130 p.

45739100 Interregional Research Project No, 4 (2002) Submission of Toxicity and Exposure
Data in Support of the Petition for Tolerance of Aspergillus-flavus on Cotton.
Transmittal of 4 Studies.

45739103 Smith, D.; Cotty, P.; Braverman, M.; et al. (2002) Aspergillus flavus Isolate AF30:
Non-Target Organism and Environmental Safety Information: Lab Project Number:
[R-4 PR NO.52B: Unpublished study prepared by Soil & Crop Sciences, Southern
Regional Research Center USDA/ARS, Rutgers University and Arizona Cotlon
Research and Protection Council. 57 p. '

45739101 Blanchard, E.; Carter, |, (2002) Aspergillus flavus AF36: Acute Pulmonary Toxicity
and Pathogenicity 1o the Rat: Interim Report: Lab Project Number: UAR/006.
Unpublished study prepared by Huntingdon Life Sciences, Ltd. 86 p. {OPPTS
885.3150}

45739104 Antilla, L., Cotty, P.; Braverman, M. (2002) Aspergillus flavus Isolate AF336:
Hypersensitivity Incidents: Lab Project Number: 52B. Unpublished study prepared by
Arizona Collon Research and Protection Council, Southern Regional Research Center
and Rutgers University. 18 p.

45739102 Mayer, D. (2001) Honey Bee Field Study of Aspergillus flavus AF36 in Cotton: Lab
Project Number: WSU 00-011. Unpublished study prepared by Washington State
University. 30 p. {OPPTS 850.3040, 885.4380} :
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45307202 Cotty, P. (2001) Aspergillus flavus Isolate AF36 Non-target Organism and

Environmental Safety Information (Soil and Air Monitoring of Populations of A.
flavus): Lab Project Number:52B. Unpublished study prepared by Interregional
Research Project No.4. 130 p.

45739101 Blanchard, E:; Carter, 1. (2002) Aspergillus flavus AF36: Acute Pulmonary Toxicity

and Pathogenicity to the Rat: Interim Report: Lab Project Number: UAR/Q06.
Unpublished study prepared by Huntingdon Life Sciences, Ltd. 86 p. {OPPTS
885.3150} :

Federal Register Publications

l. Eederal Register: February 28, 1996 (Volume 61, Number 40)]{Page 7512-7513]. Aspergillus

Flavus Isolate AF36; Notice of Filing of a Pesticide Petition

Federal Register: June 14, 1996 (Volume-GI, Number | 16)][Notices] [Page
30235-30236) Aspergillus flavus AF 36; Establishment of Temporary Exemption from
the Requirement of a Tolerance (expiration May 29, 1999)

Federal Register; February 19, 1999 (Volume 64, Number 33}][Page 8358-8360] Notice
of Filing of Pesticide Petitions (to amend exemption from tolerance to apply 20,000
acres, extend date to Dec. 2000]

Federal Register: May 26,.1999. Extension of temporary exemption from tolerance and
amendment to comply with the Food Quality Protection Act (FQPA) of 1996 (Vol. 64,
No. 101} [Page 28371-28374]. Extend to 12/30/2000.

Federal Register: lune 30, 1999 (Volume 64, Number 125)){Page 35049-35051].
Aspergillus flavus AF36; Exemption from Temporary Tolerance, Technical Amendment
extend to 12/30/2001 '

Federal Register: May 23, 2001. (Volume 66, Number 100)] [Page 28383-28386]
Aspergillus flavus AF36; Extension of Temporary Exemption From the Requirement of a
Tolerance - Final Rule to expire on December 30, 2003,

Federal Register: March 25, 2002 (Volume 67, Number 57)][Page 13628-13630] Notice
of Filing a Pesticide Petition to Amend An Existing Tolerance for a Certain Microbial
Pesticide Chemicai in or on Food [PP SE4575],
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9. Federal Register: July 17, 2002 (Volume 67, Number |37)[Page 46884-46888].
Aspergillus flavis AF36; Amendment, Temporary Exemption From the Requirenent of a
Tolerance expires Dec 30, 2004.

10. Federal Register: February 14, 2003, {Vol. 68, No. 31}[Page 7554-7558]. Aspergillus
flavus AF36; Notice of Filing a Pesticide Petition to Establish an Exemption from a
Tolerance for a Certain Pesticide Microbial Agent in or on Food

1. Federal Register, March 12,2003,  Aspergillus flavus AF36; Notice of receipt of an
applicanon to register a new active  ingredient. {Vol. 68, No. 48)j[Page 11841-11843]

12, Notice of availability: Registration of New Active Ingredient {to be published 2003}

13. Final Rule: Exemption from Telerance {(to be published 2003).

BPPD Data Evaluation Records/Reviews

Health Effects ,

Cindy Schaffer and Roy Sjobiad, USEPA, OPP/BPPD. Aprii 23, 1996. Data Evaluation Record
of MRID 43972403: Acute Oral Toxicity Study in Rats,

Michael T. Watson and fohn Kough, USEPA, OPP/BPPD. March 29, 1999. BPPD Review of
MRID 44626101 Analysis of Samples.

Michael T. Watson and lohn Kough, USEPA, OPP/BPPD. May 14, 1999. BPPD Review of |
Supplementary Information Analysis of Samples.

Cari Etsitty and John Kough, USEPA, OPP. April 02, 2003a. BPPD Review of MRID
45739101 Dose for Acute Pulmonary study.

Carl Etsitty and John Kough, USEPA, OPP. April 02, 2003b. BPPD Review of MRID
45798101: Acute Puimonary Study with Tween 80.

Carl Etsitty and John Kough, USEPA, OPP. April 02, 2003¢. BPPD Review of MRID
45798201: Acute Puimonary Study without Tween 80.

Carl Etsitty and John Kough, USEPA, OPP. Aprii 02, 2003d. BPPD Review of MRID
45739104 Hypersensitivity incidents.
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Ecological, Environmental Effects _

Tomimatsu, G. S. and Robert H. Rose. USEPA, OPP, April 24, 1996, Memorandum to Shanaz
Bacchus, BPPD Review of [nformation Submitted by USDA Southern Regional
ResearchCenter/IR-4 for an Experimental Use Permit for Aspergillus flavus AF30;
Request for Waiver for Non-Target Plant Testing. .

Gail Tomimatsu and Robert 1. Rose. USEPA, OPP. April 24, 1996. BPPD review of MRID
43763403, 437634035, No MRID - Vol. 6: Information Submitted Southern Regional
Research Center for NonTarget Plant testing, Request for waiver,

Doug Gurian-Sherman and Gail Tomimatsu, USEPA, OPP. lune 23, 1999. BPPD Review,
MRID 44464202: Review of Request for Waiver of Non-Target Organism Safety Effects
Tests for EUP Renewal and Expansion for Biopesticide Containing Aspergillus flavus
AF36 (AF36). '

Doug Gurian-Sherman and Gail Tomimatsu, USEPA, OPP/BPPD. June 23, 1999a. BPPD
Review, Additional Rationale for Data Waiver Request for Subdivision M Guidelines
154A-16, 17,19, 20, 22, 23, 24. {(No MRID).

Alan Reynolds, Gail Tomimatsu and Zigfridas Vaituzis. USEPA, OPP. April 29, 2003. BPPD
Review of MRID 45798102: Honeybee study.

Tomimatsy, G.S. 2003. USEPA, OPP. April 22, 2003. BPPD Review of Amendment Number
I to MRID 45307202: Aspergillus flavus isolate AF36: Non-target Organism and
Environmental Safety Information.

Gail Tomimatsu and lohn Kough, USEPA, OPP/BPPD. May 15, 2003. BPPD Review of .
MRIDs 45307201, 45307202: Soil and Air Monitoring Studies and Product Performance
Testing (Efficacy).

Gail S. Tomimatsu and Zigfridas Vaituzis, USEPA, OPP. May 15, 2003. BPPD Data
" Evaluation Record of MRID 45798102: Avian Inhalation Test, Tier I,
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FIEN - Jack Cooper - - To: "Crop Protection, Agricultural Research and Food Safety Issues

Food industry Bistributicn Lists" <JLC@fien.com>

Environmental cc: Shanaz Bacchus/DC/AUSEPA/US@ERA

Network phona 301 Subject: Aflatoxin Reduction Research in Peanuts - ERPA Seeks Public

384 8287 fax 304 384 Comments by July 11 on a proposed experimental use permit

8340 <JLC@fen.com> submitied by Circle One.Global, Inc, of Shellman, Georgia for " ... field
testing of a new end-use product of a2 microbial pesticide containing

06/45/03 05:10 AM the active ingredient, Aspergillus ftavus NRRL 21882 ... Application of

the peslicide is proposed to reduce aflatoxin-producing colonies of
Aspergillus flavus on the crop and in the soil by competitive

displacement ..." ...

CROP PROTECTION, AGRICULTURAL RESEARCH AND FOOD SAFETY

* Aflatoxin Reduction Research in Peanuts - EPA Seeks Public Comments by

July t1 on a proposed experimental use permit submitted by Circle One

Globai, Inc. of Shellman, Georgia for " ... field testing of a new end-use

product of a microbial pesticide containing the active ingredient,

Aspergillus flavus NRRL 21882, in a non-crop destruct program. The product

is to be greund applied and is a granular formulation. At the proposed use

rate of 20 Ibs/acre, the equivalent amount of active ingredient applied is

only 0.002 Ibs/acre. The requested EUP is for a total of 5,000 acres to be

treated for a total application of 10 Ibs of the active ingredient.

Concurrent with this application, the applicant filed a pesticide petition

... for a temporary exempticn from tolerance for residues of Aspergillus

flavus NRRL 21882 infon the food/feed commedity peanut. Application of the

pesticide is proposed to reduce aflatoxin-preducing colonies of Aspergillus

flavus on the crop and in the soil by competitive displacement. Testing of

t00 Ibs of the active ingredient will occur in three States: Alabama,

Florida, and Georgia ..." - EPA QPPTS OPFP Contact: Shanaz Bacchus,

Biopesticides and Pellution Prevention Division at 703 308 8057, e-mail:
<mailto;Bacchus, Shanaz@EPA.gov>Bacchus.Shanaz@EPA.gov - EPA June 1t Federal
Register:

<http.//a257.g.akamaitech.net/7/257/2422/14mar20010800/edocket. access.gpo.gov/i2003/03-14462 htm
>hitp://a257 g.akamaitech.net/7/257/2422/14mar20010800/edocket access.gpo.gov/2003/03-14482 him

vk b bk ek kb ahe ok

The above information was sent to you by

Jack L. Cooper

Food Industry Environmental Network (FIEN)

33 Falling Creek Court; Siiver Spring, Maryland 20904
Phone: 301/384-8287 --- Fax; 301/384-8340

E-Mail; JLC@fien.com --—- WWW: http://www fien.com

FIEN is a regulatory and policy e-mail alert service for food
industry trade asscciations, consulting firms, professional
societies, educational institutions, government officials, and
others with an interest in the food and agricultural industries.

When information comes to FIEN's attention that is believed to
be of interest to those whose names are on one or more of the
FIEN Subject Matter Distribution Lists, the information is

summarized and distributed in as fimely a manner as possible.
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Typical areas of FIEN information distribution include:
bictechnology, crop protection, food safety, nutrition,
environmental protection, occupational safety and health,
risk agsessment, bioterrorism and numerous related topics.

The individual FIEN distributions are collated each day into a

*FIEN Food Environmental Daily," and each week into a

"FIEN Food Environmental Weekly." These newsletters arg

intended to be used as reference sources and backup, and as a
source of information on topics for which an individual has not

had their name placed on an individual subject matter distribution list,
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o NOTICE OF PESTICIDE: o o pme
X_ Registration Conditional
Reregistration
Hame of gegtioide Producy:
nat FIFRA, AS amceaded .
) Aspergillus flavus AF36
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Mr, Larry Antilla

Arizona Cotion Research and Protection Council
3721 East Wier Avenue

Phoenix, Arizona 85040-2933
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This product is conditionally reqistered in accordance with FIFRA sec, 3{c}{7)(C) provided that you do the
fotlowing:

1. Change the label by revising the EPA Registration Number to read, "EPA Reg. No. 716931".
2. Submit five coples of the revised final printed labet for the record.

3. The following data are required within 30 months of the conditional registration date:
{2) analyses of 8 production batches to include:
{iy certifications of limits;
(i} identification of A, favus AF36 by efther DNA anatysis or some other method different
frorm the vegetative compatibility method now in use;
{iiy analysis and quantification of metabolites and other unintentional ingredients, including
aflatoxin analysis by High Pressure Liquid Chromatography {HPLC) or Gas Chromatography
{GC}
{iv} identification and enumeration of potential human pathogens,
{v} storage stability; and
{vi} viability data.
(b} efficacy data from large scate trials in Texas.
All batches containing human pathogen, metaboliles and unintentionat ingredients above regulatory levels
must be destroyed.
SB:7811C:06232003:00684565:7 16931
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Any requests for time extensions o provide the data listed above must be submilted in writing prior
o the aporopriate deadline. If £PA determines, at any time, that additional data are required to maintain in
effect an existing conditional registration, the Agency will require submission of such data under Section
3{c)2(B) of the Federat Insecticide Fungicide and Rodenticide Act (FIFRA), as amended. 1if these conditions
are not complied with, the registration will be subject ta cancellation in accordance with FIFRA sec, G{e). Your
release for shipment of the product constitutes acceptance of these conditions.

A stamped copy of the approved label in connection with this conditional registration s enclosed for
your records. If you have any other questions regarding this registration, de not hesitate to emait Shanaz
Bacchus at bacchus. shanaz@epa.gov or call her on 703-308-8087.

Janet L. Andersen, PH.D.
Director
Biopesticides and Pollution Prevention Division

ce: file 71683-R
Enct,
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MEMORANDUM

SUBJECT: Consideration of a conditional registration of the aclive ingredient Aspergiius
flavus AF36 (PC Code 006456, EPA Registration Number 71693-R) for use on
cotton in Arizona and Texas, and an exemption from tolerance for cotion and its
foodfieed commedities associated with the use of this active ingredient
{Festicide Peliion 8E5001).

.............. DECISION MEMORANDUM

FROM; Janst L. Andersen, Direclor m«.ut’{';}f" /{ﬁ‘%m—-’
Biopesticides and Pollution Bfévention Division {(7511C)
Office of Pesticide Programsé

TO: James Jones, Director
Qffice of Pesticide Programs

ISSUE

Should the Agency grant a conditional registration under FIFRA § 3{c}7XC) for the new
rpicrobiat active ingredient, Aspergifius flavus strain AF36 (PC Code G06456, EPA Registration
Number 71883-R) as an antifungal pesticide to reduce aflatoxin-producing colonies of A, flavus
on cotton in Arizona and Texas?

Also, shouid the Agency grant an exemption from tolerance for residues of the active
ingredient, Aspergfiius flavus strain AF386, on cotton and its food/feed commodities as
requested in Pesticide Petition BES0017

APPLICANT INFORMATION

The application for the use of this new active ingredient, Aspergilfus flavus AF36, and
the Pesticide Petition 8ES001 were filed by Interregional Research Project Number 4 (IR-4),
New Jersey Agncuttural Expenment Station, Technology Center of New Jersey, 681 U. 8.
Highway #1 South, North Brunswick, NJ 08902-3390, on behalf of Arizona Cotton Research
and Protection Council, 3721 East Wier Avenue, Phoenix, Arizona 8§5040-2833.

Inteimet Address (URL) « htyiwwwespagov
Recycled/Racyciabls « Printod whth Vegslabio OF Based inks on Rocycted Paper (Widimum 20% POSICONSWHNGR} 4 3




BACKGROUND AND CONCLUSIONS

The Biopesticides and Pollution Prevention Division (BPPD) has reviewed available and
submitted data and information regarding the proposed use of Aspergillus flavus AF36, a non-
aflatoxin-producing (atoxigenic) strain of A. flavus. Evaluations of the data and conclusions are
summarized and discussed in the attached Biopesticide Registration Action Document (BRAD).
Aspergillus flavus AF36 (also called AF36) is to be applied at iess than 0.01 Ib of the active
ingredient per acre. The applicant proposes a single, seasonal, prebloom application to cotton
fields in Arizona and Texas, AF36 apparently displaces aflatoxin-producing strains of A. flavus
from cotton fields and cotton, with a potentiai concomitant reduction of aflatoxin, a public heaith
hazard. There is no other pesticide registered for the reduction of aftatoxin-producing colonies
of A. flavus. For these reasons, Aspergifius flavus AF36 qualifies for an automatic presumptive
finding for a conditional registration, and its use is presumed to be in the public interest. '
Sufficient data are avaitable to support granting a conditional registration under Section
3(c)TYHC) of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA).

While there are data gaps, the available and submitted data, which have been
reviewed, comply with the Food Quality Protection Act of 1988. The heaith effects database
support an exemption from tolerance for residues of Aspergillus flavus strain AF36 infon cotton
and its food/feed commodities. No toxicity endpoints were identified to justify setting a
numerical tolerance for A, flavus AF36. Cotton itself is not a dietary commodity and residues of
AF36 are not likely to survive the processing of cottonseed into its oil or meal. Thus, secondary
transfer of AF36 to meat and milk are not likely to occcur. Even if there was any potential
aflatoxin associated with the use of AF386, infon cotton food/feed commoeodities, those ievels
must meet the aflatoxin standards regulated by the Food and Drug Administration. Dietary,
non-occupational dermal and inhalation exposures, as well as cumuiative and aggregate
exposures and risis are not likely to be greater than those which currently exist to the naturally
occurring A. flavus strains. Thus, minimal to non-existent risks via dietary or non-occupational
dermal and inhalation exposures are expected.

The applicant requested that data be waived for acute dermal toxicity/pathogenicity,
primary dermal irritation, primary eye irritation, intraperitoneal and immune response studies.
BPPD accepted the rationales submitted by the applicant to waive these data requirements.
The justifications included (a) the non-toxic, non-infective acute oral and pulmonary effects, (b)
a low application rate, (¢) minimal to no pesticide drift based on the granular nature of the
pesticide, (d) the ubiquitous occurrence of Aspergifius fungi, and (e) exposures which are not
likely to be above background levels,

BPPD has not identified any acute, subchronic, chronic, immune, endocrine or dietary
exposure issues that might affect human adults, infants and children. Because there are no
threshold effects of concern to human adults, infants and children, when AF38 is used as
labeled, the provision requiring an additional margin of safety does not apply. Thus, there is a
reasonable certainty of no incremental adverse effects to human adults, infants and children,
and to the environment from the use of this active ingredient. Potential occupational exposure
is mitigated by use of appropriate Personal Protective Equipment as required by the Worker
Protection Standards.

Submitted data indicate no potential incremental adverse effects to avian and honey bee
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non-larget organisms. Scil and air monitoring data demonstrate thatl application of AF36 does
not increase the total A. flavus in trealed areas. AF36 may incile significant changes in the
incidence of the loxigenic A. flavus strains resident in the agroecosystem. Justifications in
supporl of dala waiver requesls for avian oral, freshwater and marine verlebrales and
invertebrates, non-target plants and other non-targel organisms were acceplable. Based on
submilled avian and mammalian studies, exposures of AF36 to endangered avian and
mammalian species and to wiidlife are not likely lo pose any incremental adverse effects.

CONDITIONS OF REGISTRATION

The remaining dala, analyses of 5 produclion balches, are due within 30 months of
registration. These conditions inciude (a} certification of the nominal limits of the active
ingredient, identification and quantification of microbial contaminants and unintentional
ingredients, a confirmatory method lo idenlify AF36, storage and viability data, from &
produclion batches; and (b} efficacy trial in Texas. [f the applicant wishes lo register other
uses, addilionai data will be required on a case by case basis.

The applicant has committed {o providing the dala required to proceed (0 an
unconditional Section 3{c)(5) registration. BPPD recommends in favor of a conditional
registration and an exemption from tolerance on collon food/feed commodities for the new
microbial aclive ingredient, Aspergitius Havus strain AF36.

OFFICE DIRECTOR CONCURRENCE

Based on the discussion above and the summarized dala evaluations in the attached
BRAD, BPPD recommends thal the microbiai pestlicide containing the new active ingredient
Aspergillus flavus strain AF36 (PC Code 0064586} be conditionally registered under 3(c{7XC)
of FIFRA for use on cotton in Arizona and Texas.

BPPD also recommends that an exemplion from (olerance for residues of Aspergiffus
flavus strain AF36 on colton food/feed commodity be granted to the applicant, on the basis of
the review of the health effects dala, which comply with the requirements of the Food Quality
Protection Actl of 1996.

!

Non Concurrence:

Date; &/}%IO’%

L
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Aspergillus flavus AF36
FORVSEDNLY INTHE STATES OF ARIZONA AND TEXAS

For displacing aflatoxin pradncing fung

Aspergillus flavus AF36 is a shrain of Aspargifius flavus that occurs naturally on the cotfon crop. When apphied fo cotlon jost prior
to first bloont, Aspergiflus flavus AF36 competes with sirains of Aspergilius flaviss that prodece large amounts of aflatoxin and
i 50 doing kiniits the antount of fitese high aftaloxin producers that become associated with the crop.

Active ingredient: depereding flavas strain AF0% e, L0008
Ohher ingcediems: Wheat seeds  (sierihized, colomzed)a i e 99,8902
Tomnk HUGT
£ Cantaing o minmum of 3,008 CFU eram in the End Use Pradnet ﬁ @ Q E P 'E‘ E ﬁ‘
KEEP QUT OF REACH OF CHILDREN JUN 94 2803
Urder the Fedoral nescilelds,
CAUTION Poogictde, and Rodesticiide Ao
First Aid Statement  EEA Beg Ko™ 7 WE /.
I SWALLOWED: Cakt a Poison Controt Center or doclor immediately for Frealment advice. Have a person sip a giass of
waler if able to swallove. Do not induce vomiting unless totd 10 do so by a poisen controt center or doclor,
Do not give anything by mouth fo an unconscious person,
T ON SKEN OR Take off contaminated clothing. Rinse skin immedialely with plenty of water for 15-20 minutes. Gel
CLOTHING: medicat atlention ifirritation persists. Protonged or frequentty repeated skin contact may cause alfergic
reactions in some individaals.
HENBIALED: fove person fo fresh air. if not breathing, catl 911 or an ambutance, then give artificial respiration,
o | preferably moults to mouth i possitte. Calt a poison condrot center or doctor for further Irsatment aovice.
HIN EYES: Hoid eye open and rinse slowly and gently with water for 15-20 minutes. Remave contact lenses, f
present, after the first 5 minutes, then continue rinsing eye. Call a poison control center or doclor for
freatment advica.

Flove the pradnes comginer or fohet with vou when calting 4 poison control center or doetor, ar zoing lor treatman,

SEE AQDITIONAL PRECAUTIONARY STATEMENTS BELOW ANO QN OTHER PANEL

£PA Regstration Number 716934 Arizona Coltton Research and Foestian Counal
EPA Eatablalymen! Mumibor 71693-AZ-001 Proeum, Atizonz 45040

NET CONTENTS: 50 tbs, 1000-3000 tbs

PRECALTIONARY STATEMENTS

HAZARD TO HUMAN AND DOMESTIC ANIMALS

CAUTION: Harnifui il inhaled.  Avoid brealtung dust. Causes nioderate eye irrilation. Avoid contact with eyes, skin or clething.
Prolonged or frequently repeated skin contact may cause allergic reaction in some individuals. Wash hands thoroughty with
soag and water alter handing and belore eating, drinking, chewing gum, or using lobacce, or using the foifel.

For peher pesticide hmwtiers winder the scope of Warkeyr Protection Stamtand:
Mixerfoaders, aegers, markers, and upplicutors mibst wear tang steeve shiny, fonz pamts, socks, shoes, glaves, gogueles,
and a dustanist [Hering respirator wirhy MEHANIOSH appraval manbey prefix TC-21C ar N-93, P93, ar R-U35,

Eiser Salety Recommentbatians:

tiser shoutd: Remove clathing imncedintely iF prodnct gets inside, Then wash thorooghty aad put on clean clothing.
Kemove PPE immediely aber handting this praduct, Wash the oalside ol glaves hefore removing. As sou ag
possible, wash thoroughly and chanze into clean clothing.
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ENVIRONMENTAL HAZARDS
- Do not apply direchly to waler, or 1o areas where the surface water is present or to inlertidal areas below the mean high watermark. Do not
contaminale waler when disposing of equipment wash waler Do nol discharge effluent containing this product into lakes, sireams, ponds, estuaries,
oceans or other waters unless in accordance with the requirements of a Naliona} Pollulani Discharge Eimination System (NPDES) permit and the
permitting authority has been notified in wnting prior to discharge. Do not discharge effluent containing this product 1o sewer systems withoul
previously nolifying the local sewage jreatmen! plan! authonty. For guidance conlact your State Water Board or Regional Office of Ihe EPA

DIRECTIONS FOR USE

itis a violalion of Federal Law lo use this product in a manner inconsistent with its labeling. Apply the peslicide only when the petential for drift to
adjacent sensilive areas {e.g. residential areas, bodies of water, known habilat for threatened or endangered species, non-target crops) is minimal.
May be applied to rigaled cotion fields. Do not apply this product in away thal will contact workers or other persons, efther direcily or through drift,
Only prolecied handlers may be in area during applicalion. For any requirement specific 1o your State and Tribe, consul} the agency responsible for
peshcsde requiation.. -

AGRICULTURAL USE REQUiREM ENTS

Use this product only in accordance with its labeling and the Worker Protection Slandard, 40 CFR part 170. This standard conlains
requirements for he prolecl:on of agricultural workers on farms, forests, nurseries, and greenhouses, and handters of of agricultural
-peslicides.. Il contains requirements for lraining, decontamination, notification, and emergency assistance. !t also contains specific instructions
and exceplions pertaining to the statements on Ihis label aboul personal protective equipment (PPE), notification lo workers, and restricted-
éntry inlerval The requ:remen!s in this box appiy o uses of this product that are within covered by the Worker Protection Slandard

Re-Entry Statcinent: '

Do nof enler or allow worker enlry into lreated areas during the reslrcled entry interval (RE! of 4 hours, untess wearing appropriate PPE. .
Personal proleclive equipment required for early eniry workers are; Coveralls, long steeved shirt, long pants, waterproof gloves, shoes plus
socks, goggles, dustimist filering respirator with MSHA/NIOSH approval number prefix N-95, P-95, or R-950r TC-21C.

GENERAL USE PRECAUTIONS
Read all labet directions before using. Do not apply as & tank mixture with ferlitizers, insecticides, or tungicides. Aspergilius flavus AF36 is
for application o cotfon to displace aflatoxin-producing sirains of Aspergifus Ravus.

Aspergillus flavus AF36 is a living fungus growing on slerite wheal sead, which serves as both a carrier and & nulrient source. After application
and once the colonized seed is exposed o sufficient moisture (this may occur atimigalion), Aspergiius flavus AF 38 will grow out and the seed
vill be covered with green spores. The fungus growing oul will appear first as a while fuzz and then as a green fuzz. These green spores wil
then be spread to the crop by wind and insects in the same manner that the aflatoxin producing fungi are spread.

Ground Application:
t. Apply Aspergiffus flavns AF36 witha cu!twalm mounted grainlar applicator to the surface of the soil under the plant canopy.
DO NOT COVER THE AF36 COLONIZED WHEAT SEEDS WITH SOIL.
2, Adjust the applicator to optimize delivery of Aspergillus flavies AF36 under the canopy and to mbimize detivery of
Aspergillus flavies AF36 10 frrows. .
3. Aspergifhus flavirs AF36 has been shown to be effective when applied in late May or early June, prior to first bloom. Makea
singte application during the last cultivation before bloom,
4, Furrow irvigating the crop with at least 2 inches of water within three days after application of Aspergilius flavux AF36 wilt
provide the best resulls.
5. Use 10 tbs of Aspergillus flmns AF36 per acre (per 13,000 tinear feet bascd on 40 inch rows).

Acrial Application: Apply by air at the samic rate as for ground application. Cultivation afier application may dininish efficacy.

STORAGE AND DISPOSAL
DO NOT CONTAMINATE WATER, FOOD, OR FEED BY STORAGE OR DISPOSAL.

STORAGE: Store dry. Do not expose to refative humidily grealer than 80% prior to use. This product contains a living organisim thal must be
alive to work. Do not slore under exireme condilions. Do not freeze. ‘Do not expose lo temperalures above 50° C (122° F). Keep product dry.
PESTICIDE DISPOSAL: Purchase only the quanlily of product needed and apply all product to the crop as specified in the direclions. Return
any unused maleriat |0 manufacturer. '

CONTAINER DISPOSAL: Plaslic Bags (50 ibs.) - completely emply bag inlo application equipment. Then dispose of emply bag in & sanitary
tandfit or by incineration, or, if allowed by State and local authorities, by burning. f bumed, stay oul of smoke.

Retumnable/Refilable Bulk Containers- Completely emply confainer. Do nof rinse container. Return emply conlainers 1o point of purchase.
Containers refurned o the distributor are not 1o be recycled for foodffeed use, or for drinking water, bathing, or other human/animal uses.

WARRANTY STATEMENT
To the extent permilted by State Law, user assumes all risks of use, siorage, and handling of this material nol in strict accordance with directions
given herewith,
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Biopesticides and

g
% 2 Pollution Prevention
‘1‘?‘ Oj\ 7 e LT S,
et Division
June 24, 2003 Pages: 5 (inc! cover)

To: Dr. Mike Braverman
Interregional Research Project No, 4 (IR-4)
New Jersey Agricultural Experiment Station
Technology Center, 681 U.S, Highway 1 South
North Brunswick, NJ 08902-3390
732-932-95785 x 610 {phone) 732-932-8481 (fax)

From: Shanaz Bacchus, Chemist/Reguiation Action Leader
US Environmental Protection Agency
Office of Pesticide Programs
Biopesticides & Poliution Prevention Division (7511C)
1200 Pennsylvania Ave NW, Washington, DC 20460
703-308-8097 (phonej 703-308-7026 (fax)

Message:  Aspergillus flavus AF36 (EPA Reg. No. 71693-1)

Attached are the conditional registration notice and a stamped approved
label for Aspergillus flavus AF36 for use on cotton in Arizona and Texas. The final
ruie for the exemption from temporary tolerance has been approved in connection
with Pesticide Petition 8E5001 and will soon be published in the Federal Register.

If you have any questions, do not hesitate to call/femail me.
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Mecting with Arizona Cotion Council and IR-4
June 16, 2004 in Room 912 A Crystal Mall 2
Crystal City, Arlington, VA

Proposed nse of 4spergillus flavius A¥36 on pistachios

n/ Peter Cotty

P .

1/ Michaihides, Themis I.
i, Larry Antilia
i Dr. Robert Klein
« Rehecca Sisco

~ Michael Braverman
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3 yr Experimental Use Permit, CA
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*Internal deliberative information*

Subject: RE: reschedule June 16 from 2-4p.m [ AF36
pistachios-TELECONFERENCE NUMBER

All

For those 0 will be joining the AF36 pistachio meeting by phone, the number is_
The code ESW .

Attached is the agenda and a group of tables that Shanaz pulled out of the AF36 cotton Biopesticide
Regulatory Action Document. It is a list of what we previously submitted for cotton and which will be
discussed as citations for this registration. There are additional adminstrative volumes not listed that we
will have to translate-bridge to pistachio. | think that constitutes the basis of the meeting discussion.

The Word file is the workplan section of the proposed EUP.
tooking forward to your participation.

Michael Braverman, Ph.D,

Manager, Biopesticide Program

IR-4 Project, Rutgers University

681 U.8. Highway 1 South

North Brunswick, New Jersey 08902-3380
Phone 732-832-9575 ext 610

FAX 732-932-8481

hitp://ird .rutgers edu/

BIQPESTICIDES

MICROBIALS - PHEROMONES NATURAL PRODUCTS

-----Qriginal Message-----

From: Michael Braverman [mailto:braverman@aesop.rutgers.edu]

Sent: Wednesday, June 09, 2004 1:54 PM

To: 'Michael Braverman'; Peter Cofty; 'Michaitides, Themis 1.'; Larry Antilla
{LAntilla@AZcotton.com); 'bobk@pistachios.org'

Ce: Shanaz Bacchus (Bacchus.Shanaz@epamail.epa.gov)

Subject: RE: reschedule June 16 from 2-4p.m./ AF36 pistachios

All

~ Reminder-Our meeting with EPA to discuss AF36 on pistachio will be on June 16, 2-4 PM EST.

n

Michael Braverman To: Peter Cotty <pjcotty@sirc.ars.usda.gov>, "Michailides, Themis J.

<braverman@AESCP. <THEMIS@uckac.edu>, Larmy Antilla <L Antilla@AZcotton.com>,

Rutgers.edu> bobk@pistachios.org, Rebecca Sisco <rsisco@ucdavis.edu>
cc: Shanaz Bacchus/DC/USEPA/US@EPA, Dennis

06/11/04 08:58 AM Szuhay/DC/USEPAAUS@EPA

As | understand Larry Antilla, Peter Cotty, Themis Michailides, and Mark Doster will be joining by

teleconference,
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Bob Klein, Gabriele Ludwig and | will be there in person.
Shanaz- Could you let us know the procedure for the teleconference,

Thanks

Michael Braverman, Ph.D.
Manager, Biopesticide Program
IR-4 Project, Rutgers University
681 U.8. Highway 1 South
North Brunswick, New Jersey 08802-3380
Phone 732-932-9575 ext 610
FAX T732-832-8481
hitp-/fird.rutgers edu/
HIGPESTICIDES

MICROBIALS PHEROMONES NATURALPRODUCTS

————— Original Message--—-—-

From: Michael Braverman [mailto:braverman@aesop.rutgers.edu]

Sent: Friday, May 14, 2004 12:39 PM

To: Peter Cotty; 'Michailides, Themis 1."; Larry Antilla (LAntllla@AZcotton com);
‘bobk@pistachics.org’

Subject: FW: reschedule June 16 from 2-4p.m./ AF36 pistachios

All

Cur meeting with EPA has been rescheduled for June 16, 2-4 PM. Please let me know if
you will attend in person or by phone.

Thanks

Michael Braverman, Fh.D.

Manager, Biopesticide Program

IR-4 Project, Rutgers University

681 U.8. Highway 1 South

North Brunswick, New Jersey 08802-3390
Phone 732-932-9575 ext 610

FAX 732-932-8481.
hitp:/fird.rutgers.eduf
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A gendé

Pre Registration Meeting for Aspergillus flavus AF36-Label Expansion to
Pistachio

Biopesticides and Pollution Prevetion Division, EPA-Crystal Mall 2

June 16, 2004

2-4 PM

1) Introduction - Dr. Bob Klein, California Pistachio Commission and Dr, Themis Michailides,
and Dr. Mark Doster, University of California

2) Utilization of existing toxicology database

3) Utilization of existing Environmental effects, Non -Target Organism database

4) Experimental Use Permit
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Agenda

Pre Regisfratidn Meeting for Aspergillus flavus AF36-Label Expansion to
Pistachio

Biopesticides and Pollution Prevetion Division, EPA-Crystal Mall 2

June 16, 2004

2-4 PM

®

1} Introduction - Dr. Bob Klein, California Pistachio Commission and Dr. Themis Michailides,
and Dr. Mark Doster, University of California

2) Utilization of existing toxicology database

3) Utilization of existing Environmental effects, Non -~Target Organism database

4) Expenimental Use Permit
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1

Notes for meeting with IR-4 on Wed., June 16, 2004 from 2-4 p.m. Room 912A-CM2

Tables taken from the Aspergillus flavus AF36 BRAD, which is online on our webpage.

Tablc 2a: Tier I - Acule Mammalian Toxicity of Aspergilius flavus AF36

Guideline Study Toxicity Results MRID #
Category
T e e
152-10 Acute oral v Aceeptable. LDy, > 5000 mg/kg. 43972403
*§85.3050 toxicity/ 5 male, 5 female Sprague Dawley treated '
pathogenicity 500 mg/ml or 6.3 x 10° cfu/ml,
152.32 Acule jnhalation 11} Pursuant to 40 CFR sec, 158.740(c), 45798201
*885.3100 because the majority of the aerodynamic
equivalent of the product.is not
composed of particles less than 10
microns in diameter, an inhalation study
was not required. Nevertheléss, this
requirement was considered satisfied
based on clearance observed in the acute
pulmonary study,
152.32 Acute N/A Aeceptable. AF36 not toxic, infective or | 45735101
*885.3150 pulmonary pathogenic via intratracheal instillation lo | 43798101
toxicity/ rats. Clearance by day 8. 45758201
pathogenicity
Table 2b: Tier I - Data Waivers: Acute Mammalian Toxicity of Aspergiflus flavus AF36
Guideline Study Toxicity Comments MRID No.
Category
152-31 Acute dermal N/A Waived** N/A
*885.3100 toxicity
152-33 Intraperitoneal N/A Waived** 43972403
*885.3200 injection No toxicity observed during 45739101
toxicity/ acute oral and acute pulmonary | 45798101
pathogenicity studies as discussed above, 45798201
152-35 Primary eye N/A Waived** N/A
*870.2400 irritation
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Table 2b: Tier I - Data Waivers: Acute Mammalian Toxicity of Aspergillus flavus A¥36

Pollinators

application at label rates. Aspergillus flavus AF36 applied
once at 10 Ibs/acre was not hazardous to honey bees.

Guideline Study Toxicity Comments MRID No.
Categor;
152-34 Primary dermal Waived** N/A
*870.2500 irritation Aspergillus genus contains
some known dermal sensitizers,
N/A Low exposure and application
to commercial sites indicate
minimal/negligible potential for
non-occupational residential
dermal expdsure.
In absence of data for AF36,
} label accordingly to mitigate
occupational exposure. Low
exposure and any potentizl
pesticide drift can be mitigated
with appropriate PPE ***
152-36 Dermal
*870.2600 sensitization
Table 3a: Eco-Toxieclogy Summary/Studies Evaluated - Aspergilius flavus AF36
Guideline Study Status, Classification & Comments MRID Nos.
No,
154-17 Avian injection | No incremental hazards of AF36 for avian specigs are 43798102
*885.4100 anticipated for this use. Young bobwhite quail treated 45307202
' with Aspergiflus flavus AF36 at a mean daily inhalation
dose of 1.44x10* cfu per bird forfive consecutive days
exhibited no toxic or pathogenic effects during the 30 day
observation period.
154-18 Wild mammal No incremental hazards of AF36 for wild mammalian 43763405
*885.4150 testing species are anticipated for this use. The mammalian acute | 45307201
oral pathogenicity and acute pulmonary toxicity tests 45307202
(OPPTS 885.3050 and 885.3150), support this finding. 43972403
154-24 Honey bee No incremental hazards of AF36 for honeybees are 45739102
*885.4380 testing, | anticipated for this use. The exposure and potential
' Tier | hazard of Aspergillus flavus AF36 colonized-wheat seed
to foraging honey bees (Apis mellifera 1.) on blooming
*350.3040 Field Tcsting of | cotton was assessed for 30 days, following an aenial

62




"Table 3b: Eco-Toxicology Summary: Data Waivers - Aspergillus flavas AF36

Guideline Study Status, Classification & Comments MRID Nos.
No. ' Reviewed
154-16 Avian Oral Toxicity No ineremental hazards of AF36 for avian 43763403
*885.4050 ' species are anticipated for this use. Results of 43763405
soil and air population studies, the avian 44464202
injection test {OPPTS 885.4100), and 44452615
aceeptable waiver rationale support this finding. | 45739103
45307201
45307202
45798102
154-19 Fresh water fish testing No incremental exposures of AF36 for 43763403
*885.4200 freshwater aquatic invertebrates are anticipated ' | 43763405
for this use, Results of soil and air population 45307201
) studies for AF36 and Aspergilius and 45307202
15 4-20 Fresh water aquatic acceptable waiver rationale support this finding. | Rationale for
885.4240 mvertebrate testing waiver acceptable
154.20 Estuarine and marine
*885.4280 animal testing
154-22 Non-target plant A. flavus straing are naturally abundant in plant Rationale for
*885.4300 studies, Tier 1 debris and soil. No significant exposure above waiver
background levels expected. acceptable.
154.23 Non-target insect studies | No incremental exposures of AF36 for insects 43763403
*885.4340 are znticipated for this use. Results of soil and 43763405

air population studies for AF36 and Aspergiilus,
honeybee field tests (OPPTS 885.4380 and
850.3040) and acceptable waiver rationale
support this finding,
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EUP APPLICATION FOR AF36 ON PISTACHIOS

'FOR 2005, 2006, and 2007
April 22,2004

G. Proposed Experimental Plan for:
Displacement of Aspergillus flavus in pistachio orchards using the atomgemc
Aspergiflus flavus strain AF36

(1a) Applicants:

Larry C. Antilla, Arizona Cotton Research & production Council, 3721 E. Wier Ave.,
Phoenix, AZ 85040.
Tel.: 602-438-0059; fax: 602-438- 0407 e-mail: lantilla@azeotton.com

Dr. Robert. Klein, Research Director, Califomié Pistachio Commission, 1318 East Shaw
-Ave., Suite 420, Fresno, CA 93710-7912.
Tel.:559-221.8294; fax:559-221-8044; e-mail: bobK @pistachios.org

(1b) Supervisien of the experimental work:

Themis J. Michailides, Plant Pathologist, Department of Plant Pathology, University of
California, Kearney Agricultural Center, 9240 South Riverbend Ave., Parlier Ca 93648.
Te¥;559-646-6546; fax:559-646-6593; themis@uckac.edu

Dr. Peter Cotty, Research Plant Pathologist, USDA/ARS, Div. of Plant Pathology and
Microbiclogy, Department of Plant Sciences, University of Arizona, Forbes 204, 1140
‘East Campus Drive, Tucson, AZ 85721

Tel: 520-626-5049; fax:520-626-5704; picotty@srrc.ars.usda.gov

(2) State in which AF36 will be used: California:

Areato be | Total acreage
Year County treated treated per

(acres) year
2005 Merced 750
2005 Madera 750
2005 Kemn 500
2005 2,000
2006 Merced 750
2006 Madera 750
2006 Kern 500
2006 2,000
2007 Merced 750
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2007 Madera 750

2007 , Kern 500

20607 2,000

Aspergillus flavus AF36 will be applied at the rate of 10 Ib per acre at one time during each
production season as described in the following table.

Area to be Total productto | Total acreage Total Mat’
Year County treated (acres) | be applied treated per year | shipped to
2005 Merced 750 7500 1b
Madera 750 7500 b
Kem/Tulare 500 5000 Ib .
2,000 in 2005 20,000 1b
2006 Merced 750 7500 1b -
Madera 750 ) 7500 1b
Kem/Tulare 500 5000 1b :
2,000 in 2006 | 20,045
2007 - Merced 750 7500 1b
Madera 750 7500 1b
Kern/Tulare 500 5000 Ib

2,000 in 2007 20,060 1b

_ (3) ~ General background information: Aflatoxins are a group of closely related toxins produced
by certain molds (Aspergillus flavus and Aspergillus parasiticus) while these molds grow in various
crops. Aflatoxins are potent liver carcinogens and are widely regulated by governments who have
set very low tolerances for aflatoxins in food and feed. The aflatoxin-producing fungi, 4. flavus and
A. parasiticus, are widespread and probably occur in every pistachio (Pistacia vera) orchard in
California. The major source of aflatoxin contamination in pistachio nuts is the "early split” nut,
which is an abnormal pistachio nut that has both hull and shell split, exposing the kermnel to decay by
aflatoxin-producing fungi. Aspergillus flavus and A. parasiticus were found to decay 0.7% and .
0.1% of the early split nuts in commercial pistachio orchards (Doster & Michailides, 1994,
Phytopathology 84:583-590). The pistachio growers and processors in California have shown
concern about the aflatoxin preducing Aspergillus flavus and A. parasiticus and would like to
have methods to displace them or reduce them in the soil of plstachio orchards.

Not all strains of 4. flavus are capable of producing aflatoxins. In a study of isolates from
California pistachio orchards, only 43% of the A. flavus isolates produced aflatoxins, whereas 100%
of the 4. parasiticus isolates produced aflatoxins (Doster & Michailides, 1994. Plant Dis. 78:393-
397). Naturally occurring non-aflatoxin-producing (**atoxigenic™) strains of A, flavus have been used
successfully to substantially displace toxigenic isolates of 4. flavus in cottonseed and corn, and
similarly, atoxigenic strains of 4. flavits have been used successfully to displace toxigenic A.
parasiticus n peanuts.

The most successfiil use of atoxigenic strains to displace toxigenic 4. flavus is the use of the
afoxigenic strain AF36 in cotton fields in Arizona and Texas. In 2003 the U.8. Environmental
Protection Agency registered AF36 for use in comsmercial cotton fields in Arizona and Texas. For
several years previously, AF36 had been used successfully in trials in commercial cotton fields

2
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mnder an Experimental Use Penmif. The atoxigenic strain AF36 is grown on wheat, swhich is then
applied in the cotton field prior to bloom. In 2001 an A. flavus isolate from California was identified
as belonging to the atoxigenic strain AF36, demonstrating that AF36 occurs naturally in California.
Farthennore, AF36 has been found to he natorally ocenrring throvghout the pistachio growing
regions i California and to make up approximately 6% of the 4. flawis isolates naturally occnrring
in commercial pistachio orchards. In 2002 and 2003, we nerformed preliminary experiments with
AF36 in a research pistachio orchard at the Keamey Agricultural Center in Parlier, Californa. The
results of these experinients demonstrated that AF36 might be effective in displacing A. flavies in the
soil of orchards and thus reducing containination of pistachio nuts with aflatoxin in Califorma.

The objective of this application is to determine the efficacy of the atoxigenic strain AF36 (o
displace aflatoxin-producing fungi in conunercial pistachio orchards under commercial cultural
practices. Because aflatoxin-producing strains of A. flavus and A, parasiticus colonize pistaclio
litter onn the orchard loor (besides decaying pistachio mits) (Doster & Michailides, 1994, Plant Dis.
78:393-397), AF36 ight also fimction by displacing aflatoxin-producing fungi in plant litter. As
much as possible, the application of AF36 in pistachio orchards will follow the methods used in
colton ficlds in Arizona and Texas. For examiple, the same rate of application (10 lbs
product/acre) will be used and this AF30 will be applicd mainly on the areas wetled hy irrigation.

- Farget organisms: Aflatoxin producing fungi (dspergilius spp.) in soil of pistachio
orchards.
~ Crop: Pistachio (Pistacia vere 1..). Pistachio is cousidered a relatively new crop in
Califarma grown in about 90,000 acres (California Pistachio Industry Statistics, Ammal
Report, Crop Year 2003-2004). Typical yields range from less than 2,000 Ibs in an off
year in parficnlar areas to over 4,000 1bs in an on year. An average of about 3,000 1bs per
acre is cominon for Kern County, hut an average of 2,500 lbs per acre is for
Madera/Merced coimties. The majority of the product is used as a snack food. I essenice
though, all produced prodnet (nuts) can be marketable at some price. For instance, an
average return per pound (taking into account all the different quality parameters) was
SL.11in 2002,
- Major geographic arcas where AR36 will be used: Merced, Madera, and Kern
. Cannties in California,
‘Jﬁm Desired month of applieation: July.
- Treatments:
Treatinent #1. Untreated {control).
Treatment #2. Wheat colonized by AF36 identical to that registered for nse on cotfon.
Rate: 10 Ibs product/acre applied to the orchard Toor. Application timing: a single
application in late spring or early summer (July) prior to irrigation.
- Use pattern: Once per year
- Plot size:
In Merced County, 1,500 acres {750 acres treated and 750 acres not treated -
control);
In Marlera Coimity, 1,500 acres (750 acres treated and 730 acres not treated —
control);
In Kern/Tulare Connties, 1,000 acres (300 acres treated and 500 acres not treated
~gcoutrel).
~ Nunmber of plots: 6 plots total with cach pair of plois (treated and untreated) serving as a
replication, this a total of three replicates, Comparisons will be made with both Analysis
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of Variance and repeated measures statistics. For repeated measures statistics, 6 to 12
locations in each plot will be sampled repeatedly during the experimental period.

Details on the proposed experimental program:

The experimental design will be randomized block with thiee replications. For each
block of 500-750 acres treated with AF36, a nearby similar 500-750 acres clock of
commercial orchards will be selected for the untreated (control) comparison. Thus a total of
500 acres in Kem County, 750 acres in Merced County, and 750 acres of pistachios in
Madera County will be treated with AF36. The sizes of eaclt treated and untreated area needs
to be relatively large due to neighboring field influences and movement of the fungi from
outside of treatment areas as previously demonstrated for cotton in Arizona and Texas. s.
Large plots are also needed to allow for accurate estimation of the movement of AF36 into
the canopy of pistachio trees from the ground (where it will be applied); see supporting
preliminary data in Appendix 4.

The randomized block design experiment will have three replications represented by the
blocks of pistachio orchards in Merced, Madera, and Xern Counties. In each county, 500- ?50
acres will be treated with AF36, while one nearby 500-750 acre block of orchards,
respectively, will not be treated with AF36 (controls). The repeated measures design will
have 6 to 12 replicates.

4) Objectives of the proposed project:
1. Displace toxigenic Aspergillus flavus pOpulatlons with atoxigenic 4. flavus (strain AF36})
in pistachio orchards in California.

2. Monitor spread and survival of AF36 A. flavus in pistachio orchard in California.

3, Perform dissipation study to assess A. flavus in general and Aspergillus flavus AF36 in
specific on pistachios from harvest to end use.

- Data collection
Multiple samples of soil, plant debns on the orchard floor (such as male inflorescences),

leaves, and nuts from each treated and nontreated blocks in each county will be collected.
~ The density and strain of 4. flavus/4. parasiticus in soil and leaf samples will be
determined. The plant debris and nuts will be examined for colonization by 4. flavus/A.
parasiticus, and the strain of observed fungi will be determined, Soil samples will be
collected prior to applying the wheat (June) each year and also during the harvest period.
Both gualitative and quantitative comparisons will be made after one year to assess
influences on the overall A. flavus communities. All other samples will be collected
during the harvest period {(September-October).
We plan to use the AF36 for 3 consecutive years (2005, 2006, and 2007) for collecting
the data in support of the registration of this use. Soil samples will also be collected one
year after the final application to quantify long-term and cumnulative influences of
applications.

A dissipation study will be initiated in the first year of this experiment. Samples of fruit
will be collected from treated and non treated areas and will be followed in the
processing pistachio plant to determine any survival of A. flavus. It is expected that
processing will substantially reduce the level of A¥36 on the nuts. All pistachio nuts are
dried using heat during processing, although the details of the drying vary for the
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different processing plants. Typically, high heat (120° to 180° F) is applied for several (4
to 6) hours followed by lower heat until the nuts are dry enough to be stored. Additional
drying may be done in silo with fan-forced ambient air with some heating to about 130° F
at night. One study found that drying pistachio nuts substantially reduced fungi on the
nuts, from greater than 10,000 propagules per gram to less than 1,000 per gram {King and
Goodman, 1993). In addition, the pistachio nuts are frequently fumigated with phosphine
to control insects, which has been found to also control 4. flavus on peanuts (Castro et al.,
1996). Finally, roasting pistachio nuts at high heat 265° F for 3 to 4 hours should also be

- effective in eliminating any fungus before it reaches the consumer.

To determine any survival of 4. flavus AF36 in nuts after processing, replicated samples
will be collected from each of the treated and nontreated orchards, Each sample of each
category will be split into two subsamples. One subsample will be used to determine
colony forming units {CFU) of AF36/g nut after harvesting and before processing, and
the second subsample for determining CFU of AF36/g nut after processing. The nuts will
be hulled using our experimental huller and dried at temperatures and conditions used
comimnercially as described above. Part of the dried nuts of each sample will be used to
determine CFU of AF36/g nuts affer drying (raw nuts). And the rest will be roasted at
temperatures and conditions used commercially as described above. Then a final CFU of
AF36/g nut will be measured to determine if any AF36 propagules survived (roasted
nuts). Based on the temperature requirements for growth and survival of 4. flavus, it is
expected that no propagules of AF36 will survive the drying and roasting processes of
pistachios.

{5) Quantity of the AF36 requested for use:

As outlined in the table above, 20,000 Ibs AF36 product will be required for the
experimental plan. The material will be manufactured at the Arizona Cotton Research and
Protection Council/USDA Agricultural Research Service collaborative atoxigenic strain
manufacturing facility. Since we are planning to treat 2,000 acres at a rate of 10 lbs per acre (the
rate also used in commercial cotton fields in Arizona), the total amount of the registered and use
product requested is 20,000 lbs per year. Thus for all three years of the experimental program
60,000 Ibs of colonized wheat will be required, The 60,000 pounds of end use product relates to
approximately 0.5 pounds of active ingredient.

(6) Propose a suitable duration and justification for the permit commensurate with the
program.

For atoxigenic strain technology to be viable and to reach it’s maximum utility, long-term
and area-wide influences of atoxigenic strain treatments are needed. In order to assess long-term
and area-wide effects relatively large areas must be treated over multiple years. The proposed
acreage 500 to 1000 acres is what we consider to be the minimum needed to assess area-wide
effects based on experience with using AF36 in cotton production in Arizona. To assess multi-
year and cumulative influences, three years of treatments is a minimal required. Furthermore,
because we are dealing with determination of fungal propagules in soil and there are a lot of
factors that can affect the soil microbiology before and after the application of AF36, we would
expect large variations between the treatments and among replicates in each County. Therefore,
we will need data from at least three Years in order to normalize such variations and also to
obtain meaningful results on the displacement of the toxigenic A. flavus population in pistachio
orchards with the atoxigenic AF36. Qther reasonsfor a 3 year plan include the on year/off year
production cycle (pistachio is considered an alternate crop), weather differences from year to
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year, and navel orangeworm (NOW) infestation of the crop. NOW infestation of the crop
predisposes pistachio to infection by 4. flavus. In addition, the levels of 4. flavus and/or A.
parasiticus are much lower in California pistachio orchard soils than in those of soils in Arizona
cotton fields, and one would expect that determining displacement of toxigenic 4. flavus strains
by the atoxigenic A. flavus Af36 in California orchards may be more difficult than in Arizona’

cotton fields.

) State the method of dispsasition of any unused material left at the conclusion of the
testing program,

No material will be left over. Exactly the amount to be applied to orchards will be
shipped to California. Incidental leftover inaterial, if inadvertently generated, will be autoclaved
and applied in our Center’s compost area since this material will be sterilized (autoclaved) wheat
seed.

Addendam
Deserihe your test facilities where these stndies will be conducted:

Tlhe actual AF36 application will be performed in commercial pistachio orchards in
Merced, Madera, and Kern Counties in California. Processing of samples will be done in the
plant pathology laboratories at the Kearney Agricultural Center, where all necessary equipment
(such as microscopes, incubators, autoclave, and flow hoods) is already present. Determination
of the AF36 strain will be done using tester straing available in our laboratory usmg the
vegetatlve compatibility grouping (VCG) test.
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Appendix 4. Supporting preliminary data

We have been performing preliminary experiments investigaling the use of atoxigenic strains of
A fliuvirs 1 research pistachio orchards at the Keamey Agriculiural Center since 2061, in
cooperation with Dr. P. Cotty of ARS/USDA, two aloxigenic isolates (A564 and A815) were
selected in 2001 (from over 600 isolales of A, flavus strain L from California orchards) for
application in a research pistachio orchard. The aloxigenic strains were grown on wlicat, which was
then applied to the orchard floor in carly summer (10 lbs/acre). After irrigating the orchard,
sporulation of 4. flavies was observed on the wheat in the orchard and continued lo be observed
thronghont the simmnier. In the areas where the wheat was applied, the applied atoxigenic strain
becaime the dominanl strain in the soil (when samples were collected approximately 3 months after
applying (he wheat) (Table 1). Althongl the aflatoxin-producing specics A, parasiticus was very
common i the soil before applying the wheal, 4. parasiticns was only present at very low levels in
the sotl three months after applying the atoxigenic strains (Fig. 1A).

It 2001 an A. flavus isolate from California was identified as belonging lo the atoxigenic strain
AF306, which s being nsed enrrently in cornmercial cotton fields in Arizona to substantially redice
the aflaloxin conlaminaiion of the coltonseed. Because AF3G has been so successful in Arizona, this
strain was inchided in he orchard experiment in 2002 (along with the (wo atoxigenic strains used in
2001). On 1 luly, wheat sceds infected with (hese strams were applied at the rate equivalent lo 10
Ibs/acre in a research pistachio orchard. Almost all of the A. fleqis isolates from the soil in the
treated arcas belonged to the applied atoxigenic strain (93.3 to 98.3% of the isolates, depending on
strain} (Table 2}. All three strains were detected in the untreated area, indicaling some movemenl of
the atoxigenic strains. The density of 4. flavis on leaves did not differ between (reatments (Fig. 2B).
The atoxigenic strains were detected on the leaves, ranging from 42.4 to 62.8% of the isolates
(depending on treatment) (Table 3), which indicates good movement ol the atoxigenic strains np
into the canopy of the tree. In 2003 the atoxigenic strains were nol applied in this otchard, bt soil
samples were collected on 19 Angust to determine the persistence of the atoxigenie strains. These
samples are still being evaluated. The density of A. flmvus/A. parasiticus in the soil and on the leaves
increased over the ime period of this experiment (Figure 2). The level of the aflatoxin-producing |
species A, parasiticis in thie soil remained low in areas that had been treated with an atoxigenic
stramn (Figure 1) -

1 2003 we initialed a biocontrol experiment in a rescarch pistachio orchard (hat was irrigated
by microsprinklers. On 1 Jily, wheat seeds infected with the atoxigenic strain AF36 were applied.
On 23 September, leaf and additional soil samples were laken and are still being evahated. Also, |
early split nuts were collecled and found to have very low incidences of decay by 4. flovns (0.0 and |
(3.5% of the early split nuts for nontreated areas and areas treated with AF36, respectively) (Table
4), mdicating that applying AF36 (o the soil does not increase the levels of decay in the nuts,

Aloxigenic strains of A. flavus oconr natirally in commereial pistachio orchards in Californa.
Isolates of A. flavus from commercial pistachio orchards were evaluated, and all three atoxigenic
strains AF36 (6.3% of the 430 isolates evaluated), AS64 (2.1%]), and AB15 (1.9%) were detected
(Table 5). Furthermore, the atoxigenic strain AF36 has been found in commereial pistachio
orchards in Fresno, Kem, Kings, Madera, and Tulare Countics in California, so this strain occurs
throughout the myjor pistachio growing region.

70




Table 1. Incidence of atoxigenic strains of Aspergillus flavus in the soil in a research pistachio
orchard 1n 2001.

Percentage of isolates belonging to specified strain
Prior to applying wheat Three months after applying wheat

Treatment AS64 A815 AS564 A815
Wheat with AS64 0.0 ns 0.0 ns 93.8a 0.6¢c
Wheat with A815 0.0 0.0 0.0b 98.9a
Untreated control 0.0 0.0 13b 33.3b

Table 2. Incidence of atoxigenic strains of Aspergillus flavus in the soil in a research pistachio
orchard in 2002. The atoxigenic strains A564 and A815 had been also applied in 2001.

Percentage of isolates belonging to specified strain

Prior to applying wheat Three months after applying wheat
Treatment AF36  A564  AB8IS AF36 AS64 A8IS
Wheat with AF36 1.9ns 10.7b 2670 95.0a 0.0b 1.7b
Wheat with A564 0.0 91.7a 00D 33¢ 933a 33b
Wheat with A815 0.0 0.0b 1000a 1.7¢ 0.0b 98.3a
Untreated control 0.0 86b 26.7b 49.1b 7.1b 150b

Table 3. Incidence of atoxigenic strains of Aspergillus flavus on leaves three months after
applying wheat in 2002,

Percentage of isolates belonging to specified sfrain

Treatment AF36 AS564 - A8BIS Any applied strain
Wheat with AF36 37.8 ns 4.4 ns 20.6ns 62.8 ns
. Wheat with A564 0.0 28.9 22.2 51.1
Wheat with A815 7.5 5.4 46.3 592
Untreated control 254 3.8 13.2 ° 42 4

Table 4. Incidence of kernels decayed by Aspergillus flavus and Aspergillus niger for early split
nuts collected on 23 September, 2003. Colonized wheat was applied in the orchard on 1 July.

Percentage colonized by specified fungus

Treatment A. flavus A. niger
Wheat with AF36 0.5ns 6.2 ns
Untreated control 0.0 53

8
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Table 8. The natural occurrence of atoxigenic strains of Aspergilius flavus {from soil, fruit, and

leaves) in commercial pistachio orchards and commercial fig orchards in California.

Percentage of 4. flavus isolates belonging to specified strain

From commercial From commercial
Strain pistachio orchards® fig orchards”
AF36 6.3 6.2
AS564 2.1 , 1.0
A8l5 1.9 . 0.0

* Out of 430 isolates of 4. flavus obtained from commercial pistachio orchards.
® Out of 97 isolates of A. flavus obtained from commercial fig orchards.
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Figure 2. Density of Aspergillus flavus/A. parasiticus in soil or on leaves that were collected
from areas treated with atoxigenic strains (AF36, A564, or A815) or untreated areas for various
sampling dates. A. In soil. B. On leaves. Wheat infected with atoxigenic strains was applied in
July 2001 and July 2002 (after collecting samples). AF36 was only applied in July 2002.
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Appendix 5. Attach resumé for Principal Investigators and Co-PI's

Dr. Michailides and Dr. Doster are plant pathologists with the Department of Plant
Pathology, University of California, Davis, located at the Keamey Agricultural Center, Parlier.
They have performed research on aflatoxin contamination of pistachio nuts in California
orchards since 1950. Together with others, they have published more than 10 articles on
aflatoxin research in peer-reviewed journals and numerous articles in magazines for growers. A
list of their accomplishments include the following: identified special characteristics of pistachio
nuts most likely to be contaminated with aflatoxin, which agricultural engineers have used to
develop color sorters that are being implemented in processing plants; determined (in
cooperation with Dr. Goldhamer) that mid May stress of pistachio trees increases the incidence
of early split nuts (the main source of aflatoxin-contaminated nuts} at harvest; discovered that
rootstock type and chemicals that break bud dormancy both affect the incidence of early split
nuts; observed that early split pistachio nuts support an extra generation of navel orangeworm,
and quantified the extent that delaying harvest increases both mold and navel orangeworm
infestation of nuts. In addition, they discovered (with Dr. Goldhamer) for the first time on a tree
crop that irrigation reduced aflatoxin contamination in figs; identified the special characteristics
of aflatoxin-contaminated figs that could help the California Fig Industry to remove
contaminated figs; determined (in cooperation with J. Doyle, a fig breeder) which new fig
selections (with small ostioles) will most likely lead to lower aflatoxin contamination than the
very susceptible currently grown Calimymna cultivar. -

In arecent project, Michailides and Doster are using Geostatistics and GIS technology along
with aflatoxin analyses of 400 to 500 pistachio samples yearly. The goal of this project is to
determine pistachic growing areas prone (hot™) to aflatoxin contamination. Upon registration of
the AF36, these “aflatoxin hot” pistachio orchards will be treated first.

Dr. Cotty is a Research Plant Pathologist and Lead Scientist with the Agricultural Research
Service of USDA based at the University of Arizona in Tucson. Dr. Cotty is internationally
recognized for his insights into the population biology and physiology of aflatoxin producing
fungi and for contributions to the management of aflatoxin contamination. Dr. Cotty has
performed research on aflatoxin producing fungi and aflatoxin contamination since 1986.
Throughout this period his work has included field experiments on the control and epidemiology
of aflatoxin contamination. This investigator’s work has also included studies.on the physiology,
ecology, pathology, evolution, and genetics of aflatoxin producing fungi. He has been recogmzed
by the USDA Secretary’s Award for Personal and Profession Excellence, the ARS Technology
Transfer Award, and twice by the Southern Regional Research Center with it’s Qutstanding
Scientist Award. He also received the Arizona Farm Bureau Federation award: for
Environmental Technology in 2003. Dr, Cotty has authored or co-authored over 100
proceedings, extension articles, book chapters, patents and journal articles including 63 refereed
research articles. He has also presented over 100 invited seminars at universities, regional,
national, and international meetings.
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lie are available on dJune 1Y+ Lk+s 172 218+ 2L(AM only)s
24 or 25th

At this point I am not sure how many of us will be
coming in person versus
teleconference.

Please let us know which date works best for BPPD.

Thanks

Michael Braverman. FPh.D.

Manager. Biopesticide Program

IR-4 Projects Rutgers lniversity

b8l U.S. Highway 1 South

North Brunswick: New Jersey 08902-3390
Phone 732-932-9575 ext k1.0

FAX 732-932-8481
htthi//Ziry.rutgers.edu/

----- 0riginal Hessage----=-
From: Bacchus-Shanazdepamail.epa.gov [
nallto:Ba Is.Shanazgepamail.epa.gov3

Sent: Tuesday. May 0O4. 2004 3:37 PN

"Tot Michael Braverman

Cc: 'Bob Klein's Dennis Szuhayy Bob Holmi Jerry Baron

(Baron. dJerry)i Dan

Kunkel (Kunkels Dan)s lantilladazcotton.comi 'Doster.
ttark A.75 'Peter

Cotty's 'Michailides. Themis dJ.!

Subject: reschedule for 3rd week Jdune/ AF3b pistachios?

I jumped the gun regarding this meeting and found that

some key players
cannot attend. {an we reschedule for the 3rd week of

June? A complete
packages which passes the screen and PRBb-5 will have

to be here onSeptember 1, in order for you to get a
decision for May 2005.

My apologies for not looking more closely at the
invitee 1ist. :
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BIOPESTICIDES

..... .ﬁﬂ

MICROBIALS PHERCMONES HATURAL PRODUCTS

-----Original Message-----

From: Bacchus.Shanaz@epamail.epa.gov {mailto:Bacchus.Shanaz@epamail.epa.gov]
Sent: Friday, May 14, 2004 10:03 AM _

To: Michael Braverman

Subject: RE: reschedule June 16 from 2-4p.m./ AF36 pistachios

Your meeting has been rescheduled for June 16 from 2-4p.m. Itried to respond to
all with history and don't know if it worked that way. Please inform your people
and send an agenda about 2 weeks before the meeting.

Looking forward to meeting with you.
Sincerely,

Shanaz Bacchus, Chemist

" USEPA/OPP (Mail Code 7511C)

Biopesticides and Pollution Prevention Division
1200 Pennsylvania Ave., N'W.

Washington D.C. 20460

Phone: 703-308-8097

Fax: 703-308-7026

Michael Braverman <braverman@AESOP.Rutgers.edu>
05/12/2004 08:45 AM AST

To: Shanaz Bacchus/DC/USEPA/US@EPA

ce: 'Bob Klein' <bobk@pistachios.org®>, Dennis Szuhay/DC/USEPA/US@EPA, "Dan Kunkel (Kunkel,
Dan)" <kunkel@AESOP.Rut ers.edu>, lantilla@azeotton.com, *Doster, Mark A" <MARK@uckac.edu>,
‘Peter Colty' <pjcotty@srre.ars.usda.gov>, “"Michailides, Themis J." <THEMIS@uckac.edu>

bee:
Subjecr: RE: reschedule for 3rd week June/ AF36 pislachios?

Shanaz
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Sincerely,

Shanaz Bacchus, Chemist
USEPA/OPP (Mail Code 75110()
Biopesticides and Poliution Prevention Oivision
1200 Pennsylvania Ave., N.W.
Washington 0.C. 20460

Phone: 703-308-8097

: b
Fax: 703-308- 7026 AFiépistachivagenda.wp tables af38 cotton.wpc

Pistachio EUP 04 Aprii 22.¢
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United States Environmaeantal Protection Agency

MEMORANDUM

SUBJECT:  Consideration of a conditional registration of the active ingredient Aspergiflus
flavus AF36 (PC Code 006458, EPA Registration Number 71693-R) for use on
cotton in Arizona and Texas, and an exemption from (olerance for cotton and its
food/feed commodities associated with the use of this active ingredient
{Pesticide Petition 8E5001).

FROM: Janet L. Andersen, Director ¢ gzuﬁﬂiif., t‘ff;,»éwxyw““
Biopesticides and Poliution Bgévention Division (7511C)
Office of Peslicide Programé -

TO: James Jones, Director
Office of Pesticide Programs

ISSUE

Should the Agency grant a conditional registration under FIFRA § 3(c){7){C) for the new
microbial active ingredient, Aspergifius Havus strain AF36 (PC Code 006456, EPA Registration
Number 71693-R) as an antifungal pesticide to reduce aflatoxin-producing colonies of A. flavus
on cotton in Arizona and Texas?

Also, should the Agency grant an exemption from (olerance for residues of the aclive
ingredient, Aspergifius flavus strain AF36, on cotton and its food/feed commodiiies as
requested in Pesticide Petition 8E50017

APPLICANT INFORMATION

The application for the use of this new active ingredient, Aspergiiius flavus AF36, and
the Pesticide Petition 8E5001 were fited by Interregional Research Project Number 4 (IR-4),
New Jersey Agricultural Experiment Station, Technology Center of New Jersey, 681 U. &,
Highway #1 South, North Brunswick, NJ 08902-3380, on behalf of Arizona Colton Research
and Protection Council, 3721 East Wier Avenue, Phoenix, Arizona 85040-2933.

SRB:006458:71603R.75611C.06172003

CONCURREMCES

SYAIGOL -

SURMANIE

CEECIAL FLE S0P [$]9)




ROUTING & PRANSMITTAL S11P June 17, 2003
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Allached for your concurrence, and signature, are:

1. Aspergifius flavus AF36 Biopesticide Registration Action Document
2. Decision Memo for Qifice Director Concurrence

3. Federal Register Final Rule for Exemption from Tolerance for Qffice
Dir. Signalure.

4. Piain English Fact Sheet for A. flavus AF36

This is a conditional regislration of a new active ingredienl for use on
fon in Arizona and Texas.
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BACKGROUND AND CONCLUSIONS

The Biopesticides and Pollution Prevention Division (BPFPD) has reviewed available and
submitted data and information regarding the proposed use of Aspergifius flavus AF36, a non-
aflatoxin-producing {atoxigenic) strain of A. flavus. Evaluations of the data and conclusions are
summarized and discussed in the attached Biopesticide Registration Acticn Document (BRAD).
Aspergillus flavus AF36 (also called AF36) is to be applied at less than 0.01 Ib of the active
ingredient per acre. The applicant preposes a single, seasonal, prebloom application to cotton
fields in Arizona and Texas. AF36 apparently displaces affatoxin-producing strains of A, flavus
from cotton fields and cotton, with & potential concomitant reduction of aflatoxin, a public health
hazard. There is no other pesticide registered for the reduction of aflatoxin-producing colonies
of A. flavus. For these reasons, Aspergiiius flavus AF36 qualifies for an automatic presumptive
finding for a conditional registration, and its use is presumed to be in the public interest.
Sufficient data are available to support granting a conditional registration under Section
3(c)7)(C) of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA).

While there are data gaps, the available and submitted data, which have been
reviewed, comply with the Food Quality Protection Act of t896. The health effects database
support an exemption from tolerance for residues of Aspergillus flavus strain AF36 infon cotton
and its food/feed commodities. No toxicity endpoints were identified to justify setting a
numerical tolerance for A. flavus AF36. Ceotton itself is not a dietary commodity and residues of
AF36 are not likely to survive the processing of cottonseed into its oil or meal. Thus, secondary
transfer of AF36 to meat and milk are not likely to cccur. Even if there was any potential
aflatoxin associated with the use of AF36, infon cotton foodifeed commodities, those levels
must meet the aflatoxin standards regulated by the Food and Drug Administration. Dietary,
non-occupational dermal and inhalation exposures, as well as cumulative and aggregate
exposures and risks are not likely to be greater than those which currently exist to the naturally
occurring A. flavus strains. Thus, minimal to non-existent risks via dietary or non-occupationat
dermal and inhalation exposures are expected.

The applicant requested that data be waived for acute dermal texicity/pathogenicity,
primary dermal irritation, primary eye irritation, intraperitoneal and immune response studies.
BPPD accepted the rationales submitted by the applicant to waive these data requirements.
The justifications included (a) the non-toxic, non-infective acute ora! and pulmonary effects, (b)
a low application rate, (¢) minimal to no pesticide drift based on the granular nature of the
pesticide, {(d) the ubiquitous occurrence of Aspergilfus fungi, and (e) exposures which are not
likely to be above background levels.

BPPD has not identified any acute, subchronic, chronic, immung, endocrine or dietary
exposure issues that might affect human adults, infants and children. Because there are no
threshold effects of concern to human adults, infants and children, when AF36 is used as
labeled, the provision requiring an additional margin of safety does not apply. Thus, thereis a
reasonable certainty of no incremental adverse effects to human adults, infants and children,
and to the environment from the use of this active ingredient. Potential occupational exposure
is mitigated by use of appropriate Personal Protective Equipment as required by the Worker
Prolection Standards.

Submitted data indicate no potential incremental adverse effects to avian and honey bee
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non-target organisms. Soil and air monitoring data demonstrate that application of AF36 does
not increase the total A, flavus in treated areas. AF36 may incite significant changes in the
incidence of the toxigenic A. flavus strains resident in the agroecosystem. Justifications in
support of data waiver requests for avian oral, freshwater and marine vertebrates and
inveriebrates, non-target plants and other non-target organisms were acceptabie. Based on
submitted avian and mammalian studies, exposures of AF38 o endangered avian and
mammaiian species and to wildlife are not likely to pose any incremental adverse effects.

CONDITIONS OF REGISTRATION

The remaining data, anaiyses of 5 production batches, are due within 30 months of
registration. These conditions include (a} certification of the nominal limits of the active
ingredient, identification and guantification of microbial contaminants and unintentionai
ingredients, a confirmatory method to identify AF36, storage and viability data, from 5
production batches; and (b} efficacy trial in Texas. if the applicant wishes to register other
uses, additionai data will be reguired on a case by case basis.

The applicant has committed to providing the data required to proceed to an
unconditional Section 3{c}{5) registration. BPPD recommends in favor of a conditional
registration and an exemption from tolerance on cotton food/feed commodities for the new
microbiail active ingredient, Aspergillus flavus strain AF 36.

OFFICE DIRECTOR CONCURRENCE

Based on the discussion above and the summarized data evaluations in the attached
BRAD, BFPD recommends that the microbial pesticide containing the new active ingredient
Aspergillus flavus strain AF36 (PC Code 006456} be conditionaily regisiered under 3{cX7}C)
of FIFRA for use on cotton in Arizona and Texas.

BPPD aiso recommends that an exemption from tolerance for residues of Aspérgillus
flavus strain AF36 on cotton food/feed commodity be granted to the appiicant, on the basis of

the review of the health effects data, which comply with the requirements of the Food Quality
Protection Act of 1996.

/5/
Concurrence: .
7

Non Concurrence:

4/23/23
/2
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*Privileged attorney-client communication*

Chris Kaczmarek chus/DC/USEPA/US@EPA

{ 3 06:31 PN S
0 06:31 P F36 BRAD

Defiberative
Altorney-Client Communication
Aftorney Work Product

Shawn,




*Privileged attorney-client communication*

Law Office




*Privileged attorney-client communication*

John Keugh Yoo Ohins Kacemarek/DUAUSERPASSQEPA, Shanaz
o ey ey o Bacchus/DC/USEPA/USE@EPA, Carl Etsitly/DC/USEPASUSERERA
U6/10/03 03:12 P s Pl Hutton/DC/USEPA/US@ERA, Denmis
Szuhay/GC/USEPA/USEILPA
Subject: nwrtalty and vegetatve compatibihiy 1n AF36

Chris,

Jahn K,
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ROUTING & TRANSMIETTAL SLIP July 2. 2003
TO: tNume, afice syl reont muemlier, lniding, Imnals Lane
Agencyiliast)

| Jim Jones
2.
3.
4.
3

At File Mole Amd Repen

Annrova Iar Clearance Per Conversalion

A% Weynestedd Far Curredimn Prepare Reph

{iralate Far ¥anr nfimmatan See Me

Carmnent lus ealivilie X Signatire

Cmirdnanon Insly minals,Cancurrence
REMARKS

Aspergtllus lavos AF30
FINAL RULE: EXEMPTION FROM TCOLERANCE

Adtached for vour stgnatare 15 a corrected copy of the Flnal Role sent by (e
Federal Register oflice
The FR office wanted 10 make the carections and have a clear new signantee
on the correciear copy. The supporting funds appropration docinnents cemain
dnchanged. sa the ald dawe (642303} s acawrale and approprate for this

document. egééé, 5% suud

Thanks # L'l' 6 OZ

SIRECTYR, OFFICE OF PESTICIOE PROGRAMS

ftoam Mo -Hkle

Q1OWIS-CM2

FROM (MName, org spphol, Apeney: Pasty

Faned Andersen, Dir. BIPD

Phone Na

7M13-308-8712
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CONNECT . SES

ACTION: R SCREEN: REQL USERID: SHUI 06/25/03 . 01:10:04 PM
*+* REQUISITION ACCOUNTING LINE INQUIRY TABLE ***
KEY IS TRANS CODE, REQ NO, LINE NO
TRANS CODE: RQ REQ NO: 0332JF3022
01- LINE NO: 001 BFY: 2003 2004 APPR: B RPIO: 20
BUDGET ORG: 32N00GB PE: 40102C LINE AMT: 1,853.00
COST CRG: SITE/PROJ: CLOSED AMT: 0.00
BOC: 2413 RPTG CATG: OBLG AMT: 0.00
LAST CHG STATUS: DESCRIPTION: FRL-7311-6 ASPERGILLUS FLAVUS
02- LINE NO: BFY: APPR: ' APIO:
BUDGET ORG: PE: LINE AMT:
. COST ORG: SITE/PROJ: CLOSED AMT:
. BOC: RPTG CATG: CBLG AMT:
LAST CHG STATUS: DESCRIPTICN:
03- LINE NO: BFY: APPR: RPIO:
BUDGET ORG: PE: LINE AMT:
COST ORG: SITE/PROJ: CLOSED AMT:
BOC: RPTG CATG: OBLG AMT:
- LAST CHG STATUS: DESCRIPTION:

02-%1009 HEADER CHANGE

4

-
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g ¢ 3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

e W7 ¢ WASHINGTON, D.C. 20480

[N/

Poay erotH
QFFICE OF
PREVENTION. FESTICIDES, AND
TOXIC SUBSTANCES

Memorandum
sUBJECT: Cost of Publishing Documents in the Federal Register

FROM: John A. Richards, Director, OPPTS Federal Register Staff (7104T)

@ o
In view of the limited amount of money that will be available for
publishing documents in the Federal Register in the current fiscal year,
the OPPTS Federal Register Staff is cooperating with budget and
program personnel by keeping you informed of printing costs.

QOPPTS Document Drafters

This document when prepared with electronic encoding will bill

as follows:
Document OPPTS No.: © 3P -8 ¥
Page@- ) 77

. Approximate cost: § » 53

——

We are furnishing this information so that you will be better able
to allocate your funds during the remainder of the fiscal year. Unless
a deliberate decision is made to withhold this document from
publication, it will be forwarded automatically for publication upon its
receipt after signature by my office. A hold can be placed on actual
publication by calling the Federal Register Staff on (566~1580) prior to
signature, and providing alternate instructions.

For OPPTS FR Staff Use Oniy

Expediled Templated Documents Sl Docyments
{Check One)
Taxt Pages Tables Taxt Pegeo Tables Ad), Valus
Yos No ; Reviasd RAsviowd i Ravised Roviged
Inhisl Taxt Text inttlgl Taxt Taxt Initisl Taxt Toxt Initie] Taxt Text
v’ {7

Recycled/Racyclable - Prnted with Vegelanie Ot Based Inks #n 100% Recyded Paper (0%, Posiconsumes |
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Unitod States

%
\‘."IEPA Environmental Protection Agency
Washington, DC 20480 -

FEDERAL REGISTER TYPESETTING REQUEST

Paquestor; Compieia lteme 1,2, 7, 8, %, 10, 11, 12 and 12, Patin copy tumber 7 and submit the balanos with muanuserlpt oopt (o the He, Fedaral Rugieter OHice.
HQ Federal Ragietet Glfice: Completa ltame 3, 4, € and €. Renn sopy numiber B and submit badeace to Hy, Printng Managsment,

" TMEOPP-2003-0138 Aspergillus flavus A 7 347 [Exem PT10/0) £ TR ANTE

1. SUBMITTING ACTIVITY 1, ASSIGNED FRL NUMBER finclude alphs & i eh ¢ For identification.}
' 7311-6
4. OPEN REQUISITION NUMSER 5. RiL1iNG CDDE
6560-50-8
DATE

B. FORWARCED TC GSA, NARS - HHICNATURE

2. EETIMATED COsYT

$ 1,853

7. NUMBER OF MANUSCRIPT PAOES 2, ESTIMAYED NUPABER OF COLUMNE

= T 17
19, SIOMW% #—L 11. GIONATURE: {of FEDERAL REGISTER QESICNEE
' s . A
Janet ‘L. Andersén, Ph.D.,D¥rector,BFPD {'O, Pamela Landis J LL&(;a_g')-—‘
ATE {e]| TELEPHONE NUMAER 0 Il SATE i Il TELEPHONE NIMBER
703-308-8712 é -5{ 5 - R 703~308-7013
12, FUNDS ARE AVAILABLE
A “Panela randis 703-308-7013
“L NAME OF FURDSE CERTIFYING OFFICER SIGNATURE OF RUNDE CERTIFYING CGFRACER PHONE NUMBER OF FUNDS CERTIFYING OFRCER
)
03p-854
Emilj

This dbcument was submitted with sgml tags and is eligible for the 357 typesetting

discount.
13. Financizl and Accounting Data
é B I;du :IY‘ Appr m;“ p Code audu:;‘::gilcodl Pfou:;n”B;:nm: Obll::l(:lro S5O
L ! 03 04 | B =] 32NOOCB fi 40102C 2413 27
2 |
2 | (Max 2)
Site/Profect Coat Sroflode
Amount {Goinm} ICents| {Max @) IMax H
1 $1,853.0C SXXBEFAXKARN
2 A
3 ]
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Attachment #2: OPPTS Docket Verification and Certification Form

—
U. S. ENVIRONMENTAL PROTECTION AGENCY

;o '-3 OFFICE OF PREVENTION, PESTICIDES, AND TOXIC SUBSTANCES
— {OPPTS)
‘ 1200 Pennsylvan:a Avenue N.W., Washington, D C. 20460

DOCKET VERIFICATION.AND CERTIFICATION.FORM
For Internal OPPTS Use Orily L

Title of Action: ﬁfp Fanel /Zfd _f}/a vus AF36 - EX&M}%‘ M‘é”“‘/ﬂﬂ JGguireme. bh‘,{&
RIN #: 2070- . Docket D #: fo’_. 2003 - 0/ 38 FRL#:
Contact Infarmation: | Name: Shancz. B ce loce s | Phone:743-325-827 7

Legacy Information: |ff2c0 3~ &’5’45’ PFPaco3-0oR0

Program Lead’s Vertifi cat:on | have revrewed the docket and vertﬁed

the following:
a  All of the documents |dent1ﬁed in the attached Docket index have heen submitted to the
appropriate Docket Manager for inclusion in the docket identified above.
G Documents containing copyrighted, CBI or atherwisa protected infarmation have been identified
to ziiow for “special” precessing by the docket.
-0 The materiai has been assembled in a useable form to support the docurnent being published
in the FEDERAL REGISTER.

K Comments. ho Su,FP /f'/cfocmuuub

1 Date: W Initials: JF@FM Phone: 723 ~20c€ K677

Docket Manager’s Venf‘catron(Jnd Sign-off: | hereby confirm the
following:

0  The Docket ID # identified above matches our records.
8  The docurnents identified in the attached Docket Index have been received by the Docket.
0 _The documents have been prapery processed for inclusion in EPA Dackets, as appropnate.

Comments: 8 S\.\ f (’0 (4 irxz

/“'The documents either already are in the dock% are being process for inclusion in the dacket |,

Date: é/ Z 5 | Signature: /

Phone:ﬂ_z‘:/’.’é L3

Program Lead's Certification: {hereby certify that:
{ have completed the verification above. '

Cl I have submitted to the DM ail of the documents that | identified neaded ta be updated, or
added to the docket.

O | have obtained the DM's sign-off.

O  The docket is cormpiete and ready for public release.

R Comments: Ab sbtp‘/}a WA

/a/Wu oo

Qate: P /}_ ‘63 Slgnature r;[\.vt,,. 4 Pr'o% 3-36‘? > (7_7
T i :‘: ) )
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Attachment #2: QPPTS Dacket Verification and Certification Form

U. S. ENVIRONMENTAL PROTECTION AGENCY
(2 OFFICE OF PREVENTION, PESTICIDES, AND TOXIC SUBSTANCES
e (OPPTS) : '
| 1200 Pennsylvania Avenue, NW. , Washington, D.C. 20480

DOCKET VERIFICATION-AAND CERTIFICATION.FORM
for Internal OPPTS Use Crily - X

Title of Action: As %ﬁ %‘Q’uf faeus AF34 ; Exem }%'m 14‘!»:‘%3 /Zagucfema,ﬁfa Jolemince
RIN #:2070- ; Do:k_et D # DFP-2603- 0138 I FRL#: .
Contact Information: | Name: Shanaz . /Za ce éals Phone: 743 -3¢ 8-80F 7
Legacy information: |00 2003~ 0145, g#faes 3-0020

Program lL.ead’s Vertification: | have reviewed the docket and verified

the following: .
O All of the documents identified in the attached Docket index have been submitted to the
appropriate Docket Manager for inclusion in the docket identified above.
0  Documents containing copyrghted, C8tor otherwise protected information have been identified
to allow for “special” processing by the docket. )
.0 The material has been assembled in a useable form to support the document being published
in the FEDERAL RECGISTER.

¥ Comments! he %%FE(/EdOCWL&%LL
1 Date: W inttats: Jé’@,w Prone; 723 -208 X277

Docket Manager's Verilﬁca_tiongnd Sign-off: | hereby confirm the

following: :
O The Docket |D # identified above matches our records.
0 The documents identified in the attached Docket index have been received by the Docket
G _ The decuments have been properny processed for inclusion in EPA Dockets. as apprognate.
O / The documents either already are in the dock% are being process for inclusion in the docket | -

@/ Comments: Ve S'\-‘\N’G‘(*T QC( R
Date: é/ —Z "'Cifj’ Signature: / - Phone:jdf"é ‘/3(/

Program Lead’s Certification: {hereby certify that:
O | have compieted the verification atove. :
@ | have submitted to the OM all of the documents that | identified needed to be updated. er
added to the docket.
O | have obiained the DM's sign-ofl.
0  The docket is compiete and ready for public release.

2| Comments: No Suﬁ'[)"ﬂ'}!’t; ¢

Al - .
[ -
Date: A Signature: ¢~ { . Phone: _
: 41/)'/ £ \-j L ~,3-3¢6<27 /7
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[Federal Register: July 14, 2003 (Volume G8, Number 134)]

{Rules and Regulations]

{Page 41535-41541] :

From the Federal Register Online via GPO Access {wais,access.gpo.gov]
{(DOCID:fr14jy03-83

ENVIRONMENTAL PROTECTION AGENCY
40 CFR Part 180
- {OPP-2003-0138; FRL-7311-6}

Aspergillus flavus AF36; Exemption ﬂ.'om the Requirement of a Tolerance

AGENCY': Environmental Protection Agency (EPA).
ACTION: Final rule.

SUMMARY: This regulation cstablishes an exemption from the requirement
of a tolerance for residues of the microbial antifungal agent

Aspergillus flavus AF36, a non-aflatoxin-producing member of the
naturally-occurring genus of fungi Aspergillus, in or on the food/feed
commodity cotton, when the pesticide is used according to its label
instructions as a prebloom application. The Interregional Research
Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and
Protection Council, submitted a petition to EPA under the Federal Food,
Drug, and Cosmetic Act (FFDCA), as amended by the Food Quality
Protection Act of 1996 (FQPA), requesting an exemption from the
requirement of a tolerance. This regulation eliminates the need to
establish a maximum permissible level for residues of Aspergillus
flavus AF36 in or on cotton and its food/feed commodities.

DATES: This regulation is effective July 14, 2003. Objections and
requests for hearings, identified by docket 1D number OPP-2003-0138,
must be received on or before September 12, 2003.

ADDRESSES: Written objections and hearing requests may be submitted by
mail or through hand delivery/courier. Follow the detailed instructions
as provided in Unit IX. of the SUPPLEMENTARY INFORMATION.
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FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (7511C), Environmental Protection Agency,

1200 Pennsylvania Ave., NW., Washington, DC 20460-0001; telephone

number: (703) 308-8097; e-mail address: <A
HREF="mailto;bacchus.shanaz@epa.gov'>bacchus.shanaz@epa.gov</A>.

SUPPLEMENTARY INFORMATION:
I. General Information
A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or pesticide manufacturer.
Potentially affected entities may include, but are not limited to:

& Crop production (NAICS code 111)

& Animal production (NAICS code 112)

6 Food manufacturing (NAICS code 311)

 Pesticide manufacturing (NAICS code 32532)

This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this
action. Other types of entities not listed in this unit could also be
affected. The North American Industrial Classification System (NAICS)
codes have been provided to assist you and others in determining
whether this action might apply to certain entities. To determine
whether you or your business may be affected by this action, you should
carefully examine the applicability provisions. If you have any
guestions regarding the applicability of this action to a particular
entity, consult the person listed under FOR FURTHER INFORMATION
CONTACT.

B. How Can I Get Copies of this Document and Other Related Information?

1. Docket. EPA has established an official public docket for this
action under docket identification (IID) number OPP-2003-0138. The
official public docket is intended to serve as a repository for
materials (i.e.,documents and other information) submitted to the
Agency in connection with this action and/or relied upon by the Agency
in :

[[Page 4153611

taking this action. Although a part of the official docket, the public
docket does not include Confidential Business Information (CBI) or
other information whose disclosure is restricted by statute. The
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official public docket is available for public viewing at the Public
Information and Records Integrity Branch {(PIRIB), Rm, 119, Crystal Mall
#2, 1921 Jefferson Davis Hwy., Arlington, VA. This docket

facility is open from 8:30 a.m. to 4 p.m., Monday through Friday,
excluding legal holidays. The docket telephone number is (703) 305-
58035. To the exient that a particular document is not located in the
official public docket, consult the person listed under FOR FURTHER
INFORMATION CONTACT.

The legacy docket for this case is OPP-2003-0020, which was set up

in connection with the Notice of Filing of this pesticide petition,

SE3001. It contains the Federal Register Notice dated February 14,

2003, (68 FR 7554), which was published to announce this petition,

other relevant Federal Register documents associated with the exemption
from temporary tolerance which preceded this permanent exemption from
tolerance, and comments received in response to the publication of this
petition,

2. Electronic access. You may access this Federal Register document
electronically through the EPA Intemet under the ~"Federal Register"
listings at <A HREF="http://www.epa.gov/fedrgstr/
">http://www.epa.gov/Tedrgstr/</A>. A frequently updated
electronic version of 40 CFR part 180 is available at <A
HREF="http://www.access.gpo.gov/mara/cfr/cfrhtml_00/Title 40:’400&180_00.]“
ml">http://www.access.
gpo.gov/nara/cfr/cfrhtml_00/Title_40/40cfr180_00.html</A>,

a beta site currently under development. To access the OPPTS Harmonized
Guidelines referenced in this document, go directly to the guidelines

at <A HREF="http://www.epa.gov/opptsfrs/home/guidelin htm
">hitp://fwww.epa.gov/opptsfrs/home/gunidelin.htm</A>,

An electronic version of the public docket is available through
EPA's electronic public docket and comment system, EPA Dockets. You may
use EPA Dockets at <A HREF="http://www.epa.gov/edocket/
*>hitp://www.epa.goviedocket/</A> to submit or view public
comments, access the index listing of the contents of the official
public docket, and to access those documents in the public docket that
are available electronically. Once in the system, select ““search,”
then key in the appropnate docket [D number,

11. Background and Statutory Findings

In the Federal Register of February 14, 2003 (68 FR 7554) (FRL-
7289-9), EPA issued a notice pursuant to section 408 of the FFDCA, 21
U.S.C. 346a, as amended by FQPA (Public Law 104-170), announcing the
filing of a pesticide tolerance petition (PP 8E5001) by Interregional
Research Project Number 4 (IR-4), New Jersey Agncultural Experiment
Station, Technology Center of New Jersey, 681 U. S. Highway #1
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~ South, North Brunswick, NJ 08902-3390, on behalf of the Arizona Cotton
Research and Protection Council, 3721 East Wier Avenue, Phoenix, AZ
85040-2933. This notice included a summary of the petition prepared by
the petitioner, IR-4, on behalf of the Arizona Cotton Research and
Protection Council. In response to the notice of filing of this

petition, comments in favor of the use of the pesticide were received
from cotton growers, processors and ginners, mainly from Arizona and
Texas.

The petition requested that 40 CFR 180.1206 be amended by
establishing an exemption from the requirement of a tolerance for
residues of Aspergillus flavus AF36 in or on cotton and its food/feed
commodities.

Section 408(c)(2YA)X) of the FFDCA allows EPA to establish an
exemption from the requirement of a tolerance (the legai limit for a
pesticide chemical residue in or on a food) only if EPA determines that
the exemption is “'safe." Section 408(c){(2)(A)(it) of the FFDCA
defines "'safe" to mean that *'there is a reasonable certainty that no
harm will result from aggregate exposure to the pesticide chemical
residue, including all anticipated dietary exposures and all other
exposures for which there is reliable information." This includes
exposure through drinking water and in residential settings, but does
not include occupational exposure. Section 408(b)(2)(C) of the FFDCA
requires EPA to give spectal consideration to exposure of infants and
children to the pesticide chemical residue in establishing a tolerance
and to “ensure that there is a reasonable certainty that no harm will
result to infants and children from aggregate exposure to the pesticide
chemical residue. . , . Additionally, section 408(b)(2)(D) of the
FFDCA requires that the Agency consider “"available information”
concerning the cumulative effects of a particular pesticide's residues
and "‘other substances that have a common mechanism of toxicity."

EPA performs a number of analyses to determine the risks from
aggregate exposure to pestictde residues. First, EPA determines the
toxicity of pesticides. Second, EPA examines exposure to the pesticide
through food, drinking water, and through other exposures that occur as
a result of pesticide use in residential settings.

111, Toxicological Profile

Consistent with section 408(b)(2)(D) of the FFDCA, EPA has reviewed
the available scientific data and other relevant information in support
of this action and considered its validity, completeness, and
reliability, and the relationship of this information to human risk.
EPA has also considered available information conceming the
variability of the sensitivities of major tdentifiable subgroups of
consumers, including infants and children.
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Aspergillus flavus AF36 (also referred to as AF36) is a non-
aflatoxin-producing or atoxigenic strain of Aspergillus flavus, whose
species are ubiquitous around the world, Some members of the genus
Aspergillus produce mycotoxins, such as aflatoxin, a potent carcinogen
produced by toxigenic strains of A. flavus. Other members of the genus
Aspergillus have been domesticated for commercial use, such as
Aspergillus niger for production of enzymes (¢.g., alpha-galactosidase
found in beano, a dictary supplement) and Aspergillus oryzae for
production of soy sauce. The subject strain of this final rule,
Aspergillus flavus AF36, 1s characterized as an atoxigenic strain by
its lack of production of aflatoxin. Tt is not vegetatively compatible
with the toxigenic strains of A. flavus, a feature which limits cross-
over potential to, and, thus, further proliferation of, the toxigenic
strains. Starter cultures, selected on the basis of the vegetative
incompatibility with afiatoxin-producing strains, are to be monitored
by standard thin layer chromatography (TLC) procedures, and
visualization via scanning fluorescence densitometry scanning [Master
Record identification Number (MRID) 44626101; BPPD Data Evaluation
Report of Analysis of Samiples, dated March 29, 1999 (hereinafter
referred to as “'BPPD review - March 29, 1999"); BPPD Review of
Supplementary Information dated May 14, 1999 (hereinafter refeired to
as "'BPPD review - May 14, 1999")]. in this manner, the applicant
proposes to maintain batches free of aflatoxin contamination during
production. Batches contaminated with aflatoxin, or human pathogens, or
unintentional ingredients above regulatory levels are to be destroyed.
Thus, use of AF36 is not likely to add to the environmental burden of
the aflatoxin-producing strains of A. flavus.

The pesticide is proposed for a single prebloom application once a
year to cotton fields to displace the aflatoxin-producing strains of
Aspergillus flavus from cotton. Sterilized wheat seeds, colonized with
Aspergillus flavus AF36,
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are to be applied at 10 Ib of end-use product (EP) (equivalent to the

low rate of less than 0.01 1b active ingredient (ai) per acre}. Within

3 days of application of the pesticide, the fields are furrow irigated

to promote germination of AF36, which apparently colonizes the cotton
crop and soil, before the aflatoxin-producing strains of A. flavus
proliferate. This competitive exclusion of the aflatoxin-producing

strains does not increase the total Aspergillus population in the
environment above background levels as demonstrated in soil and air
monitoring studies. [MRIDs 45307201, 45307202; BPPD Review of Soil and
Air Monitoring Studies and Product Performance Testing (Efficacy),
dated May 15, 2003 (hereinafter referred to as “'BPPD Review - May 135,
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2003")]. The displacement of the toxigenic strain of Aspergillus
flavus by AF36 may reduce aftatoxin contamination of cotton seed,

The toxicology and pathogenicity data generated by the petitioner
n support of this tolerance exemption, and reviewed by the Agency, are
summarized below. The following discussion of the evaluations of the
submitted studies and information indicates that exposure to the
pesticide is not likely to be greater than that which occurs normally
to other ubiquitous A. flavus strains. Submitted data also indicate no
toxicity or infectivity of AF36 in test mammalian systems. More
detailed analyses of these studies can be found in the specific Agency
reviews of the studies that are cited below.

1, Acute oral toxicity/pathogenicity (OPPTS Harmonized Guideline
885.3050; MRID 43972403). Agency evaluation of submitted acute oral
study indicates no toxicity/infectivity effects of the pesticide. Five
male, and five female Sprague Dawley rats were treated orally with the
microbial pesticide (500 milligrams/milliliter (mg/mL})or 6.3 x
103 cfu/ml.) by gavage. No clinical signs or abnormalities
were noted during the study, and the pesticide was considered to be
neither toxic nor infective following oral administration of a single
dose. The acute oral test resulted in a Toxicity Category IV
classification with a lethal dose (LD)<SUB>50</SUB> greater than 5,000
milligrams/kilogram (mg/kg) body weight [MRID 43972403; BPPD Data
Evaluation Report, Acute Oral Toxicity Study in Rats, dated April 23,
1996 (herginafier referred to as “"BPPD Review - April 23, 1996™)].

2. Acute pulmonary toxicity/pathogenicity (OPPTS Harmonized
Guideline 885.3150; MRID 45798201 ). The Agency required an
intratracheal pulmonary infectivity/pathogenicity study. This test
involves intratracheal instillation of the test material and post
mortem examination of lungs and other organs for clearance.

Three studies were submitted in support of the mammalian acute
infectivity/pathogenicity pulmonary guideline: A range finding study
and two complete acute pulmonary studies. The dose-range study
concluded that 108 cfu/rat would be a suitable test dose
level for the acute pulmonary studies [MRID 45739101; BPPD Data
Evaluation Report, dated April 02, 2003a (hereinafter referred to as
“BPPD Review - April 02, 2003a")]. In the first acute pulmonary
study, conducted with Tween 80 as a surfactant in the test material, 26
male and 26 female Sprague Dawley rats (approximately 8 to 10 weeks
old) each were dosed with a single intratracheal dose of 1.2 mL/kg at
5.30 x 108 cfu/mL {(or 1.28 tb 1.63 x 108 cf/
animal). Results from this study indicated that the test organism was
neither infective nor pathogenic, in spite of rat mortality, which is
believed to have been due to a severe acute inflammatory response to
the Tween 80 [MRID 45798101; BPPD Data Evaluation Report, dated April
02, 2003a (hereinafter referred to as "BPPD Review - April 02,
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2003b")].

In the second acute pulmonary study, which was a repetition of the
first acute pulmonary test, but was conducted without Tween 80, 25 male
and 25 female Sprague Dawley rats (approximately 8 to 10 weeks old)
each received a single intratracheal dose of approximately 1.2 mL/kg.
Mortality of 4 rats by day 2 appeared to be attributable to an initial
dosing effect. The rest of the test animals showed an initial response,
followed by a rapid recovery indicating no toxicity. Although some
surviving rats lost weight intermittently, all surviving rats gained
weight prior to scheduled sacrifice. No clinical signs that were
considered 1o be due to the test organism were observed in the test
rats. Organs were examined post mortem as previously described.
Aspergillus Ravus AF36 was detected in the lungs with clearance by day
8 after dosing. No test organisms were detected in any samples from the
shelf control or inactivated test organism treated rats. Based on the
presented/submitted data, including the clearance data, the test
organism, Aspergillus Navus AF36, was considered not toxic, infective,
or pathogenic 1o the rat pulmonary system. The study is acceptable.

3. Acute inhalation (OPPTS Harmonized Guideling 152-32). The inert
is sterilized wheat seeds, comprising approximately 99% of this
pesticidal product. It acts as a matrix and nutrient source for the
germinating AF36. Because this constitutes the majority of the
pesticide and docs not contain respirable particles of less than 10
microns, an inhalation study was not required pursuant to 40 CFR
158.740(c). In addition, based on the results obtained through the
acute pulmonary toxicity/pathogenicity studies summarized immediately
above, AF306 is considered not toxic, infective, or pathogenic 1o the
rat pulmonary system. On the basis ol this study and the nature of the
inert ingredients present, the pesticide was considered Toxicity
Category {11 for acute inhalation effects. [MRID 45798201; BPPD Data
Evaluation Report, dated April 02, 2003c (hereinafter referred to as
“BPPD Review - April 02, 2003¢”)].

4, Hypersensitivity incidents (OPPTS Harmonized Guideline 152-37;
MRID 45739104). The registrant submitted information (MRID 45739104) to
demonstrate the lack of hypersensitivity to workers who have been
exposed during the manufacture, application, and use of the pesticide
in the research and experimental phases. No adverse hypersensitivity
reaction to AIF36 was recorded or reported by a state council or six
companies during use for 3 or 6 years [MRID 45739104; BPPD Data
Evaluation Report, dated April 02, 2003d (hereinafter referred to as
"BPPD Review - April 02, 2003d"]. However, to comply with the
Agency’s requirements under section 6(a}(2}, any incident of
hypersensitivity associated with the use of this pesticide must be
reported to the Agency,

5. Data waivers. Data waivers were requested for the following
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studies:

1. Acute dermal toxicity/pathogenicity (OPPTS Harmonized Guideline
885.3100)

ii. Primary dermal irritation (OPPTS Harmomzed Guideline 870.2500)

i1, Primary eye irritation (OPPTS Harmonized Guideline §70.2400)

iv. Intravenous, intracerebral, intraperitoneal injection (OPPTS
Harmonized Guideline 885.3200)

v, Hypersensitivity study (40 CFR 152-36)

vi, Immune response (40 CFR 152-38)

With regards to the dermal and eye irritation guideline tests, it
was impractical to apply the end-use product, sterilized wheat seeds
inoculated with Aspergillus flavus AF306, as test material. Furthermore,
non-occupational dermal and eye exposures, or exposures via any of the
routes in Unit 1{L.5.i.--vi,, are not likely to be above naturally-
occurring background levels for the following reasons.

First, Aspergillus flavus, a saprophytic fungus, is a normal
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constituent of the microflora in air and soil. The naturally occurting
soil and plant colonizer is also found on living and dead plant
material throughout the world. Aflatoxin-producing strains of
Aspergillus flavus are particularly prominent in hot, dry climates
supplemented with irrigation and are ubiquitous components of the
natural Arizona desert ecosystem, Quantities of A. flavus typically
increase during crop production and the fungus occurs widely on crop
debris left in the soil. Shortly after application, AF36 germinates,
apparently displaces the aflatoxin-producing strains from cotton and
the soil, and spore levels return to normal background, without
increase of total A. flavus. This was demonstrated in soil and air
monitoring studies submitted over multiple years of experimental usage
[BPPD Review - May 15, 2003]. Thus exposures to AF36 are not likely to
increase above those normally associated with the naturally occurring
A. flavus background levels. ‘

Second, the application rate is low, being less than Q.01 b active
ingredient per acre, and agricultural sites are treated, thus
minimizing non-occupational and residential exposure. The proposed
label rate is less than 0.01 pound of active ingredient in 10 pounds
end-use product, or approximately 1.34 x 107 colony forming
. units {cfu) per acre.

Finally, drift is not expected during application based on the
large granular nature of the pesticide (i.e., sterilized inoculated
wheat seeds). In addition, only one prebloom application is made, and
cultivation is not recommended after application. Thus, once again, the
potential for non-occupational dermal and residential EXPOSUTe is
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unlikely.

The acute oral toxicological study demonstrated an LD<SUB>$0</SUB>

of greater than 5,000 mg/kg with no toxicity/infectivity effects, and

demonstrable clearance from organs examined post mortem [MRID 43972403;

BPPD Review - April 23, 1596]. This rationale supported the request to
waive the acute intraperitoneal study.

A hypersensitivity study was waived since hypersensitivity
incidents were not reported from maximally exposed workers and
researchers during the research and experimental phases associated with
the use of the active ingredient, A. flavus AF36 [BPPD Review - April
02, 2003d]. Nevertheless, reports of hypersensitivity incidents
associated with theuse of the pesticide are still required to comply
with FIFRA section 6{(2){2) requirements.

Submitted toxicity/pathogenicity studies in the rodent {required
for microbial pesticides) also indicate that following oral and

pulmonary routes of exposure [BPPD Review - April 23, 1996; BPPD Review

- April 02, 2003¢], the immiune system is still intact and able to
process and clear the active ingredient. Thus, the request to waive the
immune response study was granted.

On the basis of the foregoing rationales, and there being no
documented problems associated with the non-aflatoxin producing strain,
Aspergillus Ravus AF36, data waivers for the studies listed in Unit
I1.5.1.--vi., were granted to the applicant for the proposed use of
Aspergillus flavus AF36 on cotton.

6. Subchronic, chronic toxicity and oncogenicity, and residue,
Based on the data generated in accordance with the Tier I data
requirements set forth in 40 CFR 158.740(c), the Tier 11 and Tier 11l
data requirements were not triggered and, therefore, not required in
connection with this action, In addition, because the Tier IT and Tier
T data requirements were not required, the residue data requirements
set forth in 40 CFR 158.740(b) also were not required.

IV. Aggregate Exposures

In examining aggregate exposure, section 408 of the FFDCA directs
EPA to consider available information concerning exposures from the
pesticide residue in food and all other non-occupational exposures,
including drinking water from ground water or surface water and
exposure through pesticide use in gardens, lawns, or buildings
(residential and other indoor uses}.

There is a potential for aggregate exposure of adult humans,
infants and children to the microbe because of the ubiquitous
distribution of Aspergillus fungal strains in the environment. The
Agency has considered the incremental exposure and risk associated with
the proposed application of this strain of Aspergillus flavus, AF30, as
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summarized below, and concludes that use of AF36 is not likely to add
an incremental risk above that posed by the normal exposure of adults,
infants and children to Aspergillus flavus strains present in the
environment. In fact, use of the pesticide, AF36, may decrease
potential environmental aflatoxin exposure to exposed populations.

A. Dietary Exposure

1. Food. Based on submitted studies, the end-use product,
Aspergillus flavus AF36, demonstrates low acute oral toxicity category
[V potential [BPPD Review - April 23, 1996]. No toxicity endpoints were
indicated to justify setting a numerical tolerance for the fungal
active ingredient, Aspergtllus flavus AF36. An LD<SUB>50</SUB> greater
than 5,000 mg/kg body weight, in the acute oral studies discussed
above, indicates that consumption of food commodities treated with AF36
poses no incremental risk via dietary exposure. Indeed, the submitted
data indicate no toxicity or infectivity of AF36 in the acute oral test
mammalian systems.

Cotton itself s not a food commodity. Residues of A. flavus AF36,
the microbial active ingredient, are not likely to survive the heating
and pressure associated with the processing of cottonseed into
cottonseed meal. Moreover, A. flavus AF36 will not separate into the
edible fraction, cotton seed oil. Thus, potential transfer of residues
of A. flavus AF36 to edible cotton food/feed commodities is not
expected. Consequently, human dietary exposure to A. flavus AF36 via
cottonseed oil, or by secondary transfer of A. flavus AF36 residues (o
meat and milk via cottonseed meal, is not expected. Therefore, the
Agency has determined that dietary exposure to A, flavus AF36 is not
likely to result in any undue health effects and risk.

While the Agency has concluded that AF36 is not likely to add to
the dietary burden, any potential contribution by AF36 to aflatoxin
contamination was also considered, for a conservative estimate of the
health effects of this pesticide. This is because aflatoxin is
considered a public health hazard (see Unit VILD.) and AF36 is
proposed as a biocontrol agent for aflatoxin-producing strains of A.
flavus. Even if AF36 does not control aflatoxin levels in the treated
cotton food/feed commodities, a safety net exists in the screening of
cotton and its by-products for aflatoxin prior to their introduction
into the channels of conmmerce. For instance, FDA does not allow colton
seed products containing aflatoxin above 20 parts per billion (ppb) to
be used in dairy rations or above 300 ppb to be used for feeding beef
cattle. As previously stated, the registrant claims that quality
control and selection procedures will not allow aflatoxin production in
the starter cultures for pestictde manufacture [BPPD review - March 29,
1999; BPPD review - May 14, 1999]. Any batches with aflatoxin are to be
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destroyed. For these reasons, the Agency has deternuned that use of
AF36 will not add to the dietary burden of aflatoxin, but is rather
more likely to ameliorate affatoxin levels in treated cotton food/feed
commodities, Therefore, dietary exposure to aflatoxin, as a result of
AF36 use, is not likely to be greater, and may even be less, than that
which currently exists,
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2. Drinking water exposure, Exposure to AF36 via drinking water is
not likely 1o be greater than current/existing exposures to A. flavus
strains. Potential risks via exposure to drinking water or runoff are
adequately mitigated by, among other things, percolation through soil.
Thus, exposure via drinking water from the proposed use of this non-
aflatoxin-producing strain of Aspergiiius favus is not likely to pose
any incremental risk to adult humans, infants and chiidren. In fact,
displacement of the toxigenic strains of A. flavus by AF36 may decrease
exposure and risk to the toxigenic strains of A. flavus in the
environnent.

B. Other Non-Occupational Exposure

1. Dermal exposure. The potential for non-occupational dermat
exposure to AF36 is unlikely because the potentiat use sites, are
commercial and agricuitural, and because of the granular nature of the
pesticide, which minimizes spray drift. As discussed eariier (see Unit
1), lack of hypersensitivity incidents, low application rates, and
return of levels of Aspergillus flavus to background shortly after
germination, poses minimal risk to populations via dermal, non-
occupational exposure, Thus, dermal non-occupational exposure to the
non-aflatoxin strain is not likely to be greater than the existing
exposure to A. flavus at current levels.

2. Inhalation exposure. For the reasons stated immediatety above,
non-occupational inhalation exposure to AF36 is not expected to be
greater than that which currently exists for A. flavus strains,

V. Cumulative Effects

Section 408(b)}(2)(D)(v} of the FFDCA requires the Agency to
consider the cumulative effect of exposure to Aspergillus flavus AF36
and to other substances that have a common mechanism of toxicity. These
considerations include the possibie cumulative effects of such residues
on infants and children. Aspergillus flavus AF36 does not appear to be
toxic or pathogenic to humans. There is no indication that the fungus
A. flavus AF36 shares any common mechanisims of toxicity with other
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registered pesticides. [n addition, there are no other registered
pesticide products containing Aspergillus flavus AF36, and other A,
flavus strains abound naturally in the environment. Moreover, the
displacement of the toxigenic strain of A. flavus by AF36 may reduce
aflatoxin contamination of cottonseed, Based on the low toxicity
potential of AF36, the fact that it is non-aflatoxigenic, and the

safety net already in place to monitor for aflatoxin, no cumulative or
incremental effect is expected from the use of AF36 on cotton.

V1. Determination of Safety for U.S. Population, Infants and Children

There is reasonable certainty that no harm will result from
aggregate exposures to residues of A. flavis AF36, in its use as an
antifungal agent, to the U. 8. population, including infants and
children. This includes all anticipated dietary exposures and all other
exposures for which there is reliable information. As discussed
previously, there appears to be no potential for harm, fiom this fungus
In its use as an antifungal agent via dietary exposure since the
organism is non-toxic and non-pathogenic to animals and humans. The
Agency has arrived at this conclusion based on the very low levels of
mammalian toxicity for acute oral and pulmonary effects with no
toxicity or infectivity at the doses tested (see Unit 11l above).
Moreover, non-occupational inhalation or dermal cxposure is not
expected above background levels (see Unit V).

FFDCA section 408({b)(2)(C) provides that EPA shall apply an
additional ten-fold margin of exposure (safety) for infants and
children in the case of threshold effects to account for prenatal and
postnatal toxicity and the completeness of the data base unless EPA
determines that a different margin of exposure (safety) will be safe
for infants and children. Margins of exposure {(safety) are often
referred to as uncertainty (safety) factors. In this instance, based on
all the available mformation, the Agency concludes that the fungus, A.
flavus AF36, is non-toxic to mammals, including infants and children.
Because there are no threshold effects of concem to infants, children
and adults when A. flavus AF36 is used as labeled, the provision
requiring an additional margin of safety does not apply. As a resnlt,
EPA has not used a margin of exposure (safety) approach to assess the
safety of A. flavus AF36.

VII. Other Considerations
A. Endocrine Disruptors

EPA is required under the FFDCA, as amended by FQPA, to develop a
screening program to determine whether certain snubstances {(including
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all pesticide active and other ingredients} ““may have an effect in
humans that is similar to an effect produced by a naturally-occurring
estrogen, or other such endocrine effects as the Administrator may
designate." Following the recommendations of its Endocrine Disruptor
Sereening and Testing Advisory Committee (EDSTAC), EPA determined that
there was scientific basis for inchiding, as part of the program, the
androgen-and thyroid systems, in addition to the estrogen hormone
system. EPA also adopted EDSTAC's recommendation that the program
include evaluations of potential effects in wildlife. For pesticide
chemicals, EPA will use FIFRA and, fo the extent that effects in
wildlife may help determine whether a substance may have an effect in
hnmans, FFDCA authority, to require the wildlife evaluations. As the
science develops and resources allow, screening of additional hormone
systems may be added to the Endocrine Disruptor Screening Program
(EDSP).

The Agency is not requiring information on the endocrine effects of
this active ingredient, Aspergillus flavus AF3G6, at this time. The
Agency has considered, among other relevant factors, available
imformation concerning whether the microorganism may have an effect in
humans similar to an effect produced by a naturally occurring estrogen
~or other endocrine effects. There is no known metabolite that acts as
an “‘endocrine disrupter” produced by this microorganism. The
submitted toxicity/infectivity or pathogenicity studies in the rodent
(required for microbial pesticides} indicate that, following oral and
pulmonary routes of exposure, the immune system is still intact and
able to process and clear the active ingredient (see Unit11L). In
addition, based on the low potential exposure level associated with the
proposed single, seasonal, prebloom application of the pesticide, the
Agency expects no adverse effects to the endocrine or immune systems.

B. Analytical Method

The Agency proposes to establish an exemption from the requirement
of a tolerance without any numerical limitation. Accordingly, the
Agency has concluded that for an exemption from tolerance, analytical
methods are not needed for enforcement purposes for residues of
Aspergillus flavus AF36 on treated cotton. Nonetheless, and for
purposes of clarification, analytical methods are still required for
product characterization, quality control, and quality assurance for
manu facturing purposes [BPPD review - March 29, 1999; BPPD review - May
14, 1999]. Vegetative compatibility tests are used to screen starter
cultures to identify the non-aflatoxin-producing Aspergillus flavus
AF36 strain. Starter cultures of AF36 are also selected on the basis of

[[Page 41540]]

111



the lack of aflatoxin as monitored by standard thin layer
chromatography (tlc) procedures and visualization via scanning
fluorescence densitometry scanning. Other appropriate methods are
required for quality control to assure product characterization, the
control of human pathogens and other unintentional metabolites or
ingredients within regulatory limits, and to ascertain storage
stability and viability of the pesticidal active ingredient.

C. Codex Maximum Residue Level

There is no Codex maximum residue level for residies of Aspergillus
flavus AF36.

D. Efficacy Data

PR Notice 2002-1 lists aflatoxin as a public health hazard, for
which product performance or efficacy data are required according to 40
CFR 158.202(1). To demonstrate that this pesticide may reduce
aflatoxin-producing strains and does not increase A. flavus populations
abave background levels, the applicant provided product performance or
efficacy data from multiple years of soil and air monitoring studies.

Aflatoxin, one of the most potent human carcinogens, is the
metabolite of concern prodiced by the target pest, aflatoxin-producing
strains of Aspergillus flavus. As such, the Agency considers aflatoxin
a public health hazard. In the soils of cotton-producing areas of
Arizona and south Texas, especially in the dry regions, the toxigenic
strains are prominent. Few alternatives, if any, exist to displace
aflatoxin-producing A. flavis strains from cotton and other crops.
Decontamination of crops via ammoniation is costly, not available
universally, and decreases the value of the crop. Other methods to
reduce aflatoxin formation include manipulation of harvest date, costly
irrigation practices, and different methods of harvesting and storage
practices.

Efficacy data submitted to the Agency include monitoring of soil
and air levels of the toxigenic and non-aflatoxin-producing strains of
A. flavus AF36 in the field and on the crops. Results from the

environmental expression and population monitoring studies, during the .

experimental program, demonstrate that a single seasonal application of
AF36 on cotton fields may incite significant changes in the incidence

of toxigenic A. flavus strains resident in the agroecosystem, without
altering the averall quantity of A, flavus. Soil and air population

counts of A. flavus from treated fields were associated with

concomitant decreases in incidences of toxigenic A, flavus, for many of
the treated areas [BPPD review - May 15, 2003]. Reducing the aflatoxin-
producing populations of fungi, and the concomitant reduction of
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aflatoxin, a potent carcinogen, i1s in the public interest.
V1L, Objections and Hearing Requests

Under section 408(g)} of the FFDCA, as amended by the FQPA, any
person may file an objection to any aspect of this reguiation and may
also request a hearing on those objections. The EPA procedural
regulations which govern the submission of objections and requests for
hearings appear in 40 CFR part 178, Although the procedures in those
regulations require some modification to reflect the amendments made to
the FFDCA by the FQPA, EPA will continue to use those procedures, with
appropriate adjustiments, until the necessary modifications can be made.
The new section 408(g) of the FFDCA provides essentially the same
process for persons to *object” to a regulation for an exemption from
the requirement of a tolerance issned by EPA under new section 408(d)
of the FFDCA, as was provided in the old sections 408 and 409 of the
FFDCA. However, the period for filing objections is now 60 days, rather
than 30 days.

A. What Do | Need to Do to File an Objection or Request a Hearing?

You must file your objection or request a hearing on this
reguilation in accordance with the instructions provided in this unit
and in 40 CFR part 178. To ensure proper receipt by EPA, you must
identify docket ID number OPP-2003-0138 in the subject line on the
first page of your suibmission. All objections and hearing requests must
be in writing, and must be mailed or delivered to the Hearing Clerk on
or before September 12, 2003.

1. Filing the request. Your objection must specify the specific
provisions in the regulation that you object to, and the grounds for
the objections (40 CFR 178.25), If a hearing is requested, the
objections must include a statement of the factnal issues(s} on which a
liearing is requested, the requestor's contentions on suclt issues, and a
summary of any evidence relied upon by the objector (40 CFR 178.27).
[nformation submitted in connection with an objection or hearing
request may be claimed confidential by marking any part or ali of that
information as CBL Information s6 marke« will not be disclosed except
in accordance with procedures set forth in 40 CFR part 2. A copy of the
information that does not contain CBI must be submitted for inclusion
in the public record. Information not marked confidential may be
disclosed publicly by EPA without prior notice.

Mail your written request to: Office of the Hearing Clerk {1900C},
Environmental Protection Agency, 1200 Pennsylvania Ave., NW.,
Washington, DC 20460-0001. You may also deliver your request to the
Office of the Hearing Clerk in Rm. 104, Crystal Mall #2, 1921
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Jefferson Davis Hwy., Arlington, VA. The Office of the Hearing Clerk is
open from 8 a.m. to 4 p.m., Monday through Friday, excluding legal
holidays. The telephone number for the Office of the Hearing Clerk is
(703) 603-0061.

2. Tolerance fee payment. If you file an objection or request a
hearing, you must also pay the fee prescribed by 40 CFR 180.33(i) or
request a waiver of that fee pursuant to 40 CFR 180.33(m). You must
mail the fee to: EPA Headquarters Accounting Operations Branch, Office
of Pesticide Programs, P.O. Box 360277M, Pitisburgh, PA 15251. Please
identify the fee submission by labeling it "“Tolerance Petition Fees.'

EPA is authorized to waive any fee requirement ““when in the
judgement of the Administrator such a waiver or refund is equitable and
not contrary to the purpose of this subsection.” For additional
information regarding the waiver of these fees, you may contact James
Tompkins by phone at (703) 305-5697, by e-mail at <A
HREF="mailto:tompkins.jim@epa.gov">tompkins.jim@epa.gov</A>,
or by mailing a request for information to Mr. Tompkins at Registration
Division (7505C), Office of Pesticide Programs, Environmental
Protection Agency, 1200 Pennsylvania Ave., NW., Washington, DC 20460-
0001. -

If you would like to request a waiver of the tolerance objection
fees, you must mail your request for such a waiver to: James Hollins,
Information Resources-and Services Division (7502C), Office of
Pesticide Programs, Environmental Protection Agency, 1200 Pennsylvania
Ave., NW., Washington, DC 20460-0001.

3. Copies for the Docket. In addition to filing an objection or
hearing request with the Hearing Clerk as described in Unit IX.A., you
shonld also send a copy of your request to the PIRIB for its inclusion
in the official record that is described in Unit LB.1. Mail your
copies, identified by docket ID number OPP-2003-0138, to: Public -
Information and Records Integrity Branch, Information Resources and
Services Division (7502C), Office of Pesticide Programs, Environmental
Protection Agency, 1200 Pennsylvania Ave., NW., Washington, DC 20460-
0001. In person or by courier, bring a copy to the location of the
PIRIB described in Unit
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I.B.1. You may also send an electronic copy of your request via €-mail

to; <A HREF="mailto:opp-docket@epa.gov">opp-docket{@epa.gov</A>. Please use
an ASCII file format and avoid the

use of special characters and any form of encryption, Copies of

electronic objections and hearing requests will also be accepted on

disks in WordPerfect 6.1/8.0 or ASCII file format. Do not include any

CBI in your electronic copy. You may also submit an electronic copy of
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your request at many Federal Depository Libraries.
B. When Will the Agency Grant a Request for a Hearing?

A request for a hearing will be granted if the Administrator
determines that the material submitted shows the following: There is a
genume and substantial issue of fact; there 15 a reasonable
possibility that available evidence identified by the requestor would,
if established resolve one or more of such issues in favor of the
requestor, taking into account uncontested claims or facts to the
contrary, and resolution of the factual issues(s) in the manner sought
by the requestor would be adequate to justify the action requested (40
CFR 178.32).

IX. Statutory and Executive Order Reviews

This final rule establishes an exemption from the tolerance
requirement under section 408(d) of the FFDCA in response to a petition
submitted to the Agency. The Office of Management and Budget {OMB) has
exempted these types of actions from review under Executive Order
12866, entitled Regulatory Planning and Review (58 FR 51735, October 4,
1993). Because this rule has been exempted from review under Executive
Order 12866 due to its lack of significance, this rule is not subject
to Executive Order 13211, Actions Concerning Regulations That
Significantly Affect Energy Supply, Distribution, or Use (66 FR 28355,
May 22, 2001). This [inal rule does not contain any information
collections subject to OMB approval under the Paperwork Reduction Act
{PRA}, 44 U.S.C. 3501 et seq., or impose any enforceable duty or
contain any unfunded mandate as described under Title 1T of the
Unfunded Mandates Reform Act of 1995 (UMRA) (Public Law 104-4}. Nor
does it require any special considerations under Executive Order 12898,
entitled Federal Actions to Address Environmental Justice in Minority
Populations and Low-Income Populations {59 FR 7629, February 16, 1994);
or OMB review or any Agency action under Executive Order 13045,
entitled Protection of Children from Environmental Health Risks and
Safety Risks (62 FR 19885, Apnil 23, 1997). This action does not
involve any technical standards that would require Agency consideration
of voluntary consensus standards pursuant to section 12(d) of the
Nauonal Technology Transfer and Advancement Act of 1995 (NTTAA),
Public Law [04-113, section 12(d) {15 U.S.C. 272 note). Since
tolerances and exemptions that are established on the basis of a
petitton under section 408(d} of the FFDCA, such as the exemption from
the tolerance requirement in this final rule, do not require the
issuance of a proposed rule, the requirements of the Regulatory
Flexibility Act (RFA) (5 U.S.C. 601 et seq.) do not apply. In addition,
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the Agency has determined that this action will not have a substantial
direct effect on States, on the relationship between the national
government and the States, or on the distribution of power and
responsibilities among the various levels of government, as specified

in Executive Order 13132, entitled Federalism (64 FR 432535, August 10,
1999). Executive Order 13132 requires EPA to develop an accountable
process to ensure ~'meaningful and timely input by State and local
officials in the developiment of regulatory policies that have

federalism implications." “"Policies that have federalism

implications" is defined in the Executive Order to include regulations
that have “substantial direct effects on the States, on the

relationship between the national government and the States, or on the
distribution of power and responsibilities among the various levels of
government." This final rule directly regulates growers, food
processors, food handlers and food retailers, not States. This action
does not alter the relationships or distribution of power and
responsibilitics established by Congress in the preemption provisions
of section 408(n){4) of the FFDCA. For these same reasons, the Agency
has determined that this rule does not have any “tribal implications"

as described in Executive Order 13175, entitled Consultation and
Coordination with Indian Tribal Governments {65 FR 67249, November 6,
2000). Executive Order 13175, requires EPA to develop an accountable
process to ensure 'meaningful and timely input by tribal officials in

the development of regnlatory policies that have tribal implications."
“Policies that have tribal implications” is defined in the Executive
Order to include regulations that have ““substantial direct effects on
one or more Indian tribes, on the relationship between the Federal
Government and the Indian tribes, or on the distribution of power and
responsibilities between the Federal Government and Indian tribes.”
This rule will not have substantial direct effects on tribal

governments, on the relationship between the Federal Government and
Indian tribes, or on the distribution of power and responsibilities
between the Federal Government and Indian tribes, as specified in
Executive Order 13175, Thus, Executive Order 13175 does not apply to
this rule. '

X. Congressiorial Review Act

The Congressional Review Act, 5 U.S.C. 801 et seq., as added by the
Small Business Regulatory Enforcement Fairness Act of 1996, generally
provides that before a rule may take effect, the agency promulgating
the rule must submit a rule report, which includes a copy of the rule,
to each House of the Congress and to the Comptroller General of the
United States. EPA will submit a report containing this rule and other
required information to the U.S, Senate, the U.S. House of
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Representatives, and the Comptroller General of the United States prior
to publication of this final rule in the Federal Register. This final
rule is not a “"major rule” as defined by 5 U.S.C. 804(2).

List of Subjects in 40 CFR Part 180

Enviroenmental protection, Administrative practice and procedure,
Agricultural commoedities, Pesticides and pests, Repomng and
recordkeeping requirements.

Dated: july 2, 2003.

James Jones,

Director, Office of Pesticide Programs.

¢ Therefore, 40 CFR chapter [ is amended as follows:

PART 180--[AMENDED]

0 1. The authority citation for part 180 continues to read as follows:
Authority: 21 U.S.C. 321(q), 346(a}) and 377,

o 2. Section 180.1206 is revised to read as follows:

Sec. 180.1206 Aspergillus flavus AF36; exemption from the requirement
of a tolerance.

An exemption from the requirement of a tolerance is established for
residues of the microbial pesticide Aspergillus flavus AF36 in or on
cotton and its food/feed commodities.

[FR Doc. 03-17726 Filéd 7-11-03; 8:45 am]
BILLING CODE 6560-50-S

You are currently subscribed to epa-pest as:
STEINWAND,.BRIAN@GEPAMAIL.EPA.GOV

To unsubscribe, send a blank email to leave-epa-pest-482730@lists.epa.gov
OR:

Use the listserver's web interface at

https://lists.epa.gov/cgi-bin/lyris.pl to manage your

subscription.

For problems with this list, contact epa-pest-Owner{@lists.epa.gov
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Aspergillus flavus AF36; Notice of Filing a Pesticide Petition to Establish an Exemption from a
Tolerance for a Certain Pesticide Microbial Agent in or on Food

[Federal Register: February 14, 2003 (Volume 68, Number 31)]
[Notices]

[Page 7554-7558]

From the Federal Register Online via GPO Access [wais.access.gpo.gov]
[DOCID: fr14fe03-90]

ENVIRONMENTAL PROTECTION AGENCY
[OPP-2003-0020; FRL-7289-9]

Aspergillus flavus AF36; Notice of Filing a Pesticide Petition' to
Establish an Exemption from a Tolerance for a Certain Pesticide
Microbial Agent in or on Food

AGENCY: Environmental Protection Agency {(EPA).
ACTION: Notice.

SUMMARY: This notice announces the initial filing of a pesticide
petition proposing the establishiment of regulations for residues of a
certain pesticide microbial agent in or on various food commodities.

DATES: Comments, identified by docket ID number OPP- 2003 0020, must be
received on or before March 17, 2003,

A.DDRESSES: Comments may be submitted electronically, by mail, or
through hand delivery/courier, Follow the detailed instructions as
provided in Unit [ of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (751 1C), Office of Pesticide Programs,
Environmental Protection Agency, 1200 Pennsylvania Ave., NW.,

Washington, DC 20460-0001; telephone number; (703) 308-8097; e-mail

address: bacchms.shanaz{@epa.gov.

SUPPLEMENTARY INFORMATION:

1. General Information

118




A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or pesticide manufacturer,
Potentially affected categories and entities may include, but are not
limited to:

* Crop production {(NAICS code 111)

« Animal production (NAICS code 112)

+ Food manufacturing (NAICS code 311}

» Pesticide manufacturing (NAICS code 32532)

This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this
action. Other types of entities not listed in this unit could also be
affected. The North American Industrial Classification System (NAICS)
codes have been provided to assist you and others in determining
whether this action might apply to certain entities. To determine
whether you or your business may be affected by this action, you should
carefully examine the applicability provisions. If you have any
questions regarding the applicability of this action to a particular
entity, consult the person listed under FOR FURTHER INFORMATION
CONTACT.

B. How Can [ Get Copies of this Document and Other Related Information?

1. Docket. EPA has established an official public docket for this
action under docket identification {ID) number OPP-2003-0020. The
official public docket consists of the documents specifically
referenced in this action, any public comments received, and other
information related to this action. Although a part of the official
docket, the public docket does not include Confidential Business
Information {CB1} or other information whase disclosure is restricted
by statute. The official public docket is the collection of materials
that is available for public viewing at the Public Information and
Records Integrity Brauch (PIRIB), Rm. 119, Crystal Mall #2,

1921 Jefferson Davis Hwy., Arlington, VA. This docket facility is open
from 8:30 a.m. to 4 p.n., Monday through Friday, excluding legal
holidays. The docket telephone number is (703) 305-5805.

2. Electronic access. You may access this Federal Register document
electronically through the EPA Internet under the ""Federal Register"
listings at hitp://www.epa.gov/fedrgstr/.

An electronic version of the public docket is available through
EPA's electronic public docket and comment system, EPA Dockets. You may
use EPA Dockets at http://www.epa.gov/edocket/ to subniit or view public
comments, access the index listing of the contents of the official
public docket, and to access those documents in the public docket that
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are available electronically. Although not all docket materials may be
available electronically, you may still access any of the publicly
available docket materials through the docket facility identified in
Unit 1.B.1. Once in the system, select “search," then key in the
appropriate docket D number,

Certain types of information will not be placed in the EPA Dockets.
Information ¢laimed as CBI and other information whose disclosure is
restricted by statute, which is not included in the official public
docket, will not be available for public viewing in EPA’s electronic
public docket. EPA’s pelicy is that copyrighted material will not be
placed in BPA’s electronic public docket but will be available only in
printed, paper form in the official public docket. To the extent
feasible, publicly
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available docket materials will be made available in EPA's electronic
public docket. When a document is selected from the index list in EPA
Dockets, the system will identify whether the document is available for
viewing in EPA's electronic public docket. Although not all docket
materials may be available electronically, you may still access any of
the publicly available docket materials through the docket facility
identified in Unit LB. EPA intends to work towards providing
electronic access to all of the publicly available docket materials
through EPA's electronic public docket.

For public commenters, it is important to note that EPA's policy is
that public comments, whether submitted electronically or in paper,
will be made available for public viewing in EPA's electronic public
docket as EPA receives them and without change, unless the comment
contains copyrighted material, CBI, or other information whose
disclosure is restricted by statute. When EPA identifies a comment
containing copyrighted material; EPA will provide a reference to that
material in the version of the coniment that is placed in EPA's
electronic public docket. The entire printed comment, including the
copyrighted material, will be available in the public docket.

Public comments submitted-on computer disks that are mailed or
delivered to the docket will be transferred to EPA’s electronic public
docket. Public comments that are mailed or delivered to the docket will
be scanned and placed in EPA’s electronic public docket. Where
practical, physical objects witl be photographed, and the photograph
will be placed in EPA's electronic public docket along with a brief
description written by the docket staff.

C. How and To Whom Do [ Submit Comments?
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You may submit comments electronically, by mail, or through hand
delivery/courier. To ensure proper receipt by EPA, identify the
appropriate docket [D number in the subject line on the first page of
your comment. Please ensure that your comments are submitted within the
specified conunent period. Comments received after the close of the
comment period will be marked “late,” EPA is not required to consider
these late comments. If you wish to submit CBI or information that is
otherwise protected by statute, please follow the instructions in Unit
[.D. Do not use EPA Dockets or e-mail to subnut CBI or information
protected by statute.

1. Electronically. If you submit an electronic comment as
prescribed in this unit, EPA recommends that you include your hame,
mailing address, and an e-mail address or other contact information in
the body of your comment. Also include this contact information on the
outside of any disk or CD ROM you submit, and in any cover letter
accompanying the disk or CD ROM, This ensures that you can be
identified as the submitter of the comment and allows EPA to contact
you in case EPA cannot reagd your comment due to technical difficulties
or needs further information on the substance of your comment. EPA’s
policy is that EPA will not edit your comment, and any identifying or
contact information provided in the body of a comment will be included
as part of the comment that is placed in the official public docket,
and made available in EPA’s electronic public docket. If EPA cannot
read your comment due to technical difficulties and cannot contact you
for clarification, EPA may not be able to consider your comment.

i. EPA Dockets. Your use of EPA’s electronic public docket to
submit comments to EPA electronically is EPA's preferred method for
recetving comments. Go ‘directly to EPA Dockets at http://www.cpa.gov/
edocket, and follow the online instructions for submitting comments.
Once in the system, select *'search,” and then key in docket ID number
QPP-2003-0020. The systein is an “'anonymous access” system, which
means EPA will not know your identity, e-mail address, or other contact
information unless you provide it in the body of your comment.

ii. E-mail. Comments may be sent by e-mail to opp-docket@epa.gov,
Attention: Docket TD Number OPP-2003-0028. In contrast to EPA's
electronic public docket, EPA's e-mail system is not an *“anonymous
access" system. If you send an e-mail comment directly to the docket
without going through EPA's electronic public docket, EPA’s e-mail
system automatically captures your e-mail address. E-mail addresses
that are automatically captured by EPA’s e-mail system are included as
part of the comment that is placed in the official public docket, and
made available in EPA's electronic public docket.

{ii. Disk or CD ROM. You may submit comments on a disk or CD ROM
that you mail to the mailing address identified in Unit .C.2. These
electronic submissions will be accepted in WordPerfect or ASCII file
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format. Avoid the use of special characters and any form of encryption,
2. By mail. Send your comments to: Public Information and Records

Integrity Branch (PIRIB) {(7502C), Office of Pesticide Programs {OPP),

Environmental Protection Agency, 1200 Pennsylvania Ave., NW.,

Washington, DC 20460-0001, Attention: Docket 1D Number OPP-2003-0020.

3. By hand delivery or courier. Deliver your comments to: Public
Information and Records Integrity Branch (PIRIB), Office of Pesticide
Programs (OPP), Environmental Protection Agency, Rm. 119, Crystal Mall
#2, 1921 Jefferson Davis Hwy., Arlington, VA, Attention: Docket
1D Number OPP-2003-0020. Such deliveries are only accepted during the
docket’s normal hours of operation as identified in Unit LB.1.

D. How Should T Submit CBI To the Agency?

Do not submit information that you consider to be CBI
electronically through EPA's electronic public docket or by e-mail. You
may claim information that you submit to EPA as CBI by marking any part
or all of that information as CBI {if you submit CB1l on disk or CD ROM,
mark the outside of the disk or CD ROM as CB1 and then identify
electronically within the disk or CD ROM the specific information that
is CB1). Information so marked will not be disclosed except in
accordance with procedures set forth in 40 CFR part 2.

Tn addition to one complete version of the comment that includes
any information ¢laimed as CBI, a copy of the comment that does not
contain the information claimed as CBI must be submitted for inclusion
in the public docket and EPA's electronic public docket. If you submit
the copy that does not contain CBI on disk or CD ROM, mark the outside
of the disk or CDD ROM clearly that it does not contain CBL Information
not marked as CBT will be included in the public docket and EPA's
‘electronic public docket without prior notice. If you have any
guestions about CBI or the procedures for claiming CBl, please consult
the person listed under FOR FURTHER INFORMATION CONTACT.

E. What Should T Consider as I Prepare My Comments for EPA?

You may find the following suggestions helpful for preparing your
commments:

1. Explain your views as clearly as possible.

2. Describe any assuinptions that you used.

3. Provide copies of any technical information and/or data you used
that support your. views.
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4. 1f you estimate potential burden or costs, explain how you
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arrived at the estimate that you provide.

3. Provide specific examples to illustrate your concerns.

6. Make sure to submit your comments by the deadline in this
notice.

7.To ensure proper receipt by EPA, be sure to identify the docket
ID number assigned to this action in the subject line on the first page
of your response. You may also provide the name, date, and Federal
Register citation.

11, What Action is the Agency Taking?

EPA has received a pesticide petition as follows proposing the
establishment and/or amendment of regulations for residues of a certain
pesticide chemical in or on various food commodities under section 408
of the Federal Food, Drug, and Cosmetic Act (FFDCA), 21 U.S.C. 346a.
EPA has detenmined that this petition contains data or information
regarding the elements set forth in FFDCA section 408(d }(2); however,
EPA has not fully evahiated the sufficiency of the submitted data at
this time or whether the data support granting of the petition.

Additional data may be needed before EPA rules on the petition.

List of Subjects -

Environmental protection, Agricultural commodities, Feed additives,
Food additives, Pesticides and pests, Reporting and record keeping
requirements.

Dated: February 6, 2003.
Phil Hutton,
Acting Director, Biopesticides and Pollution Prevention Division,
Qffice of Pesticide Programs,

Summary of Petition

The petitioner sumunary of the pesticide petition is printed below

as required by FFDCA section 408(d)(3). The summary of the petition was

prepared by the petitioner and represents the view of the petitioner,

The petition summary announces the availability of a description of the
analytical methods available to EPA for the detection and measurement
of the pesticide chemical residues or an explanation of why no such
method is needed.

Interregional Research Project Number 4 and The Arizona Cotton Research
and Protection Council




PP 8ES5001

EPA has received a pesticide petition (PP 8E5001) from
Interregional Research Project Number 4 (IR-4), New Jersey Agricultural
Experiment Station, Technology Center, 681 U.S. Highway #1
South, North Brunswick, NI 08902-3390 on behalf of the Arizona Cotton

Research and Protection Council, 3721 East Wier Avenue Phoenix, Arizona
85040-2933 proposing purstiant to section 408(d) of the FFDCA, 21 U.S.C.

346a(d), to amend 40 CFR 180.1206 by establishing an amendment/
expansion of an existing tolerance exemption for the microbial
pesticide Aspergillus flavus AF36 in or on the food and feed commodity
cotton and its by produicts.

Pursuant to section 408(d}2)(A)(i) of the FFDCA, as amended, the
aforesaid Interregional Research Project Number 4 (IR-4), has submitted
the following summary of information, data, and arguments in support of
the pesticide petition on behalf of the Arizona Cotton Research and
Protection Council, however EPA has not fully evaluated the merits of
the pesticide petition. The summary may have been edited by EPA if the
terminology used was unclear, the summary contained extraneous
material, or the summary unintentionally made the reader conclude that
the findings reflected EPA's position and not the position of the
petitioner.

A. Product name and Proposed Use Practices

Aspergillus flavus AF36, a non-aflatoxin-producing strain of
Aspergillus flavus, is proposed for application to cotton to reduce the
incidence of aflatoxin producing strains ofAspergillus flavus and
thereby reduce aflatoxin contamination of cottonseed. When applied just

-prior to flowering, Aspergillus flavus AF36 which does not produce
aflatoxin, competitively excludes aflatoxin producing Aspergillus
flavus strains without increasing Aspergillus flavus in the environment
in the long term. Sterile wheat seed colonized with Aspergillus flavus

" AF36 is applied at 10 Ib of end-use product (total amount of active

ingredient less than 0.01 Ib/acre) per acre. The pesticide is currently
being used in certain counties in the States of Arizona and Texas under
an Experimental Use Permit (EPA Reg. No. 69224-EUP-1). The current
submission proposes to establish a permanent exemption from tolerance
for residues of Aspergillus flavus AF36 on cotton and its byproducts.

B. Product identity/Chemistry
{. Identity of the pesticide and corresponding residues. The

pesticide and corresponding residues are identified as Aspergillus
flavus AF36, a non-aflatoxin-producing strain of Aspergillus flavus.
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2. Magnitude of residue at the time of harvest and method used to
determine the residue. Aspergillus flavus AF36 is a naturally occurring
fungus isolated from cottonseed produced in the Yuma Valley of Arizona.
Aspergillus flavus AF36 has been shown to be naturally and consistently
associated with commercial cotton grown in Arizona. Other than
Immediately after application, the overall quantity of Aspergillus
flavus at time of harvest on cottonseed grown in fields where
Aspergillus flavus AF36 has been applied and has been shown to be
similar to levels on cottonseed grown in fields where no application
was made. Aspergillus flavus is a widespread fungus. It is particularly
well adapted to the hot desert regions of Arizona where it is
widespread in the environment. The communities of Aspergillus flavus in
the desert and in agricultural fields are naturally composed of both
aflatoxin producing (toxigenic) and aflatoxin non-producing
(atoxigenic) strains. Both atoxigenic and toxigenic strains have been
found on essentially all plant material and soils in the desert valleys
of Arizona. The goal of applications is to increase the percent of the
Aspergillus flavus community composed of the atoxigenic strain AF36 and
to decrease the percent of Aspergillus flavus that produces aflatoxins
on the crop and in the fields.

3. A statement of why an analytical method for detecting and
measuring the levels of the pesticide residue are not needed. An
exemption from the requirement of a tolerance for residues of the
microbial pesticide Aspergillus flavus AF36 infon cotton is being
proposed for cotton freated in Arizona and Texas. Aspergillus flavus
isolate AF30, when applied to the soil just prior to bloom has been
shown to significantly reduce the levels of aflatoxin in cottonseed at
harvest. Aflatoxin levels in cottonseed products are regulated by the
Food and Drug Administration (FDA). FDA does not allow cotlonseed
products containing aflatoxin at 20 parts per billion (ppb), or higher
to be used in dairy rations. FDA regulations alsc do not allow '
cottonseed products containing aflatoxin above 300 ppb, to be used for
feeding beef cattle. All lots of the active ingredient {Aspergillus
flavus isolate AF36) and the formulated products are monitored for
aflatoxin production as part of a rigorous quality control program.
Starter cultures of Aspergillus flavus isolate AF36 used in the
production of the end-use product are always screened for strain
identity by vegetative
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compatibility, and for aflatoxin production using thin layer
chromatography and appropriate standards. Quality control standards are

zero tolerance in the starter cultures and in the formulated product
for aflatoxin production, and for Aspergillus flavus not identified as
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Aspergillus Aavus isolate AF36. Aspergillus flavus AF36 has never been
found to produce aftatoxin.

C. Mammalian Toxicological Profile

An acute oral toxicity test was performed whereby a singie oral
dose of 5,000 milligrams/kilogram body weight (mg/kg/bwt} per animal of
Aspergillus Aavus AF36 colonized wheat seed was administered by gavage
to five male and five female Sprague Dawiey rats. The oral
LD50 of Aspergillus flavus AF36 was determined to be greater
than 5,000 mg/kg rat body weight. No clinical signs were observed
during the 14-day study and no abnormalities or adverse effects were
observed in any of the rats upon necropsy.

An initial pulmonary rat study resulted in lethality in a
significant number of animals treated with either the live Aspergillus
flavus AF36 in Tween 80 or heat killed Aspergillus flavus AF36 in Tween
80. Onset of symptoms was rapid after dosing with all deaths occurring
by day 4 of the study. All rats surviving to day 4 of the study '
recovered and all rats sacrificed (as scheduled) on day 8 or day 15 of
the study had totally eliminated viable Aspergillus flavus AF36 from
the lungs, caecal contents, and feces. There was no evidence of
infectivity. The aetiology of deaths was unclear. 1t appeared that
Aspergillus flavus AF36 prepared as a test substance with Tween 80
caused a severe acute inflammatory response. Retrospective literature
review and consultation with a toxicologist supported the theory that
the responses were a result of a synergism with Tween 80 and/or of
Tween 80 breakdown products formed during preparation of the spore
suspension test substance. . .

A second rat pulmonary study was therefore undertaken. In the
second study the conidia were both washed from the wheat and suspended
in sterile physiological saline instead of Tween 80. Animals (2 male
and 2 female for each treatment level) were dosed at 0, 1005\, [0\G),

1\7\, and 10\8\ colony forming units per rat. There were no clinical
signs in any of the treatment groups considered to be associated with
the test substance. Rats were sacrificed at day 8 without treatment
associated mortality. No abnormalities were observed in any of the
animals al the macroscopic examination at termination.

Based on these two mammalian studies, the petitioner concludes that
Aspergillus flavus AF36 does not present either a toxicological or an
infectious risk to mammals. Data-waivers were requested for the
following toxicology studies: Acute dermal toxicology/pathelogy,
primary dermal imritation, primary eye irritation, and acute
intraperitoneal toxicology/pathelogy effects of the microbial
pesticide. The following rationales were used as a basis for the data
walver requests:
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+ Researchers and other workers have worked with Aspergillus
flavius AF36 at the Southern Regional Research Center for over 10 years
and in commercial fields (1996 to 1998) and in hand-picked field plots
{1989 to 1994) without report of any adverse health effects.

+ Aspergillus flavus AF36 is widely distributed in the
environment and its occurrence is natural. .

* The label will require applicators and other handlers to
wear Personal Protective Equipment (PPE) such as waterproof gioves, a
dust/mist filtering respirator with the appropriate NIOSH approval
prefix N-95, P-95, or R-95, coveralls, long sieeved shirt and long
pants, and shoes plus socks, and goggles, to mitigate against dermal
and primary eye nritation exposure.

The pesticide is to be applied aerially by mixers/handiers and
applicators who are licensed and trained to handie restricted
materials, At the 10 Ib/acre application rate of the formulated
material, the total amount of active ingredient is less than 0.01 b/
acre. Applications of AF36 do not significantly impact the total amount
of Aspergillus flavus in the soil or crop, but only change the
proportion of the AF36 strain in relation to the overall soil
population. Since the product is applied to cotton fields as a granlar
formulation on colonized wheat seeds, exposure from drift is minimal.

In addition, the following rationales were advanced in support of
the data waiver requests for acute dermal toxicity and primary dermal
irritation. These studies were waived during the experimental use
program, based upon the lack of toxicity in animals dosed orally. While
other Aspergillus flavus strains have been reported to be dermal
sensitizers, this testing is not warranted, since the aerial method of
application and the PPE required on the label will mitigate dermal
exposure to workers and pesticide handlers. The acute intraperitoneal
study was waived based upon the lack of toxicity in animals dosed
orally and by pulmonary/intratracheal instillation.

Genotoxicity, reproductive and developmental toxicity, subchronic
toxicity and chronic toxicity testing were not performed, since no
adverse effects were observed in the acute toxicology study Tier 1
studies. Tier 11 {(885.3550), subchronic toxicology study (EPA OPPTS
885.3600) and chronic feeding studies {guideline 152-50) are only
required if triggered by adverse effects observed in Tier | studies,

D. Aggregate Exposure

1. Dietary exposure--i. Food. Aspergillus flavus AF36 is a
naturally occurring organism, which does not produce aflatoxin and is
thus safer than the aflatoxin-producing Aspergillus flavus isolates.
Proposed uses and application rates will not result in increases in the.
total population of Aspergiiius flavus on the mature crop beyond
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naturally oconrring background levels. FDA does not allow cottonseed
products containing aflatoxin at 20 ppb or higher to be used in dairy
rations. FDA regulations also do not allow cottonseed products
containing aflatoxin levels above 300 ppb, to be used for feeding beef
cattle.

Aspergillus flavns AF36, when applied to the soil just prior to
bloom, has been shown to significantly reduce the levels of aflatoxin
in cottonseed at harvest. Furthermore, the proposed use and application
rate will not increase exposure of humans to Aspergillus flavus by
dietary means, since cotton itself is not a food product for human
consumption, There is minimal dietary exposure to Aspergillus flavus
from cottonseed. There is no mechanism for Aspergillus flavus to be
transferred from the seed to animal products and there is no evidence
that the fingus readily contaminates meat or milk. Seed is typically
extracted for oil with hexane and that process kills the fiingus.
Furthermore, applications of Aspergillus flavus AF36 do not increase
the indigenous populations of Aspergillus flavus associated with the
harvested crop. The applications merely alter the composition of the
fingal community associated with the mature crop so that aflatoxin
producing strains are far less frequent. The result is a much lower
incidence of aflatoxins in the crop and in the environment associated
with the developing and mature crop.

ii. Drinking water. Aspergillus flavus AF36 is a naturally
oceurring organism that is already widespread in the environment and is
not considered to be a risk to drinking water. Both percolation threugh
soil and municipal treatment of drinking water would redice the
possibility of exposure of Aspergillus flavus throngh the drinking
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water. Applications of Aspergillus flavus AF36 do not increase the
long-term populations of Aspergillus flavus in the environment, and
thus are not expected to influence the relationship of Aspergillus

. flavus to waler sources. Applications merely change the composition of
the Aspergilhis flavus community so that aflatoxin producing strains
are less common in the environment.

2, Non-dietary exposire. The potential for non-occupational, non-
dietary exposure to the general population is not expected to be
significant and is not expected to present any risk of adverse health
effects.

E. Cyimmilative Exposure

There are no other registered prodiicts containing Aspergilhis
flavus AF36 or any other isolates (strains) of the microbial active

128




ingredient. Data submitted show that the fungal metabolite of concem,
which is aflatoxin, is not produced by Aspergillus flavus AF36 in the
crop or in artificial media in the lab. When apphed prior to

flowering, Aspergillus flavus AF36 has been shown to exclude aflatoxin
producing fungi competitively from the developing crop and to reduce
aflatoxin contamination of cottonseed. Data show that the proposed use
will not result in appreciable increases in the long-temm population of
Aspergillus flavus on the crop beyond naturally occurring levels.
Furthermore, there 1s no expectation of cumulative effects with other
pesticides.

F. Safety Determination

1. U.S. population. Aspergillus flavus AF36 is a naturally
occurring organism. This isolate has low toxicity as demonstrated by
the acute oral toxicity study in rats. Aspergillus flavus is ubiquitous
throughout the hot desert vallcys in Arizona. Studies have shown that
treatment of cotton fields just prior to flowering with sterile wheat
seed colonized by Aspergillus flavus AF36 at 10 1b per acre does not
increase the long-term populations of Aspergillus flavus either on the
crop at maturity or in the soil 1 year after application. Based on this
information, Interregional Rescarch Project Number-4 is of the opimion
that the aggregate exposure to Aspergillus flavus over a hfetime
should not change with application of Aspergillus flavus AF36, and
exposure to both aflatoxin producing Aspergillus flavus strains and
aflatoxin should decrease. This should be beneficial to human health.
Thus, there is a reasonable certainty that no harm will result from
aggregate exposure to Aspergillus flavus AF36.

2. Infants and children. Based on the lack of toxicity and natural
occurrence, there is reasonable certainty that no harm to infants,
children; or adults will result from aggregate exposure to Aspergillus
flavus AF36. Exempting Aspergillus flavas AF36 from the requirement of
a tolerance should pose no significant risk to humans or the
environment.

G. Effects on the Immune and Endocrine Systems

Aspergillus flavus AF36 is a naturally occurring organism, which
does not produce aflatoxin, and is thus safer than the Aspergillus
flavus isolates that produce aflatoxin. To date there is no evidence to
suggest that Aspergillus flavus AF36 functions in a manner similar to
any known hormone, or that it acts as an endocrine disrupter.

H. Efficacy
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Existence of aflatoxins in the environment is a public health
hazard. Data were submitted to demonstrate that proper use of
Aspergillus flavus AF36 results in reductions in the average aflatoxin
producing potential of fungi resident in treated areas and in
reductions in the quantity of aflatoxins in crops. In field tests prior
to 1996, the aflatoxin content of cottonseed was shown to be inversely
related 1o the proportion of the Aspergillus flavus community on the
crop composed of Aspergillus flavus AF36. Detailed analyses of the
aflatoxin content of commercial fields from 1996 through 1998 confirmed
that reduced aflatoxin levels were associated with displacement of
aflatoxin producers by Aspergillus flavus AF36 from treated crops and
that treatments were associated with up to 90% reductions in crop
aflatoxin content.

Efficacy of applications of Aspergillus flavus AF36 in displacing
aflatoxin producers was demonstrated for fungal communities both on
cottonseed from treated crops at harvest and in soils of treated fields
| year after treatment. This included cotton crops treated in 1996 (112
acres treated), 1997 (463 acres treated), 1998 (499 acres), 1999
(10,488 acres), 2000 (16,725 acres), and 2001 {19,975 acres treated).
The proportion of Aspergillus flavus communities composed of
Aspergillus flavus AF36 indicates the extent to which aflatexin
producers were displaced. In 1996 average incidence of AF36 on treated
crops was 88.5% and in the soil, | year after treatment, incidence of
AF36 was 85.2%. Incidences of AF36 on treated crops were 78% and 67% in
1997 and 1998, respectively, and in soil | year after trcatment, AF36
incidences were 72% and 77%, respectively. Successful displacement was
also observed as the acreage treated rapidly expanded from 1999 to 2001
with average incidences of AF36 on treated crops ranging from 57% in
1999 to 66% in 2001.

Alatoxin-producing S strain isolates of Aspergillus flavus are
prominent in soils of cotton producing areas of Arizona and south
Texas. They produce more aflatoxins than other Aspergillus flavus
isolates such as the non-aflatoxin-producing L strain Aspergillus
fRavns AF36. Applications of AF36 during the experimental program were
effective at displacing the high aflatoxin producing S strain of '
Aspergillus flavus. During the course of the experimental use program,
Aspergillus flavus AF36 also caused long-term reductions in the
aflatoxin producing potential of fungal communities in agncultural
fields. Aspergillus flavus AF36 retained atoxigenicity (failure to
produce aflatoxins) upon repeated reisolation from treated fields 1, 2,
or 3 years after treatment, Thus, there was a long-term reduction in
the potential of fungal communities 1o produce aflatoxins in treated
areas. The average aflatoxin producing potential of Aspergillus flavus
conmmunities resident in soils of treated fields was reduced on average
73% 1 year after treatment over the 3 year period (1996 to 1999). S




strain igolates, which produced very high levels.of aflatoxins, with
field averages ranging from 7,100 ppb, aflatoxin to 22,700 ppb,
aflatoxin, were effectively displaced. Their incidence was reduced from
initially composing 46% of Aspergillus flavus soil communities to
composing on average of 11%.

[. Existing Tolerances

The registrant is not aware of any existing tolerances or tolerance
exemptions for Aspergillus flavus AF36, other than the temporary
tolerance exemption on cotton {40 CFR 180.12006) in conjunction with an
EUP, which expires on December 30, 2004.

I. International Tolerances

There are no Codex maximum residue levels established for residues
of Aspergillus flavus AF36. Aspergillus flavus AF36 centaining products
are presently not registered for pest control outside of the United
States.

[FR Doc. 03-3696 Filed 2-13-03; 8:45 am]
BILLING CODE 6560-50-S
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[Federal Register: March 12, 2003 (Volume 68, Number 48))]
[Notices]
[Page 11841-11843]
From the Federal Register Online via GPO Access [wais.access.gpo.gov]
[DOCID:fr12mr03-90]

ENVIRONMENTAL PROTECTION AGENCY

[OPP-2003-0048; FRL-7293-8]

Pesticide Product; Registration Application
AGENCY: Environmental Protection Agency (EPA).

ACTION: Notice.

SUMMARY: This notice announces receipt of an application to register
the pesticide product Aspergillus flavus AF36 containing a new aclive
ingredient not included in any previously registered product pursuant

to the provisions of section 3(c){4) of the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA), as amended.

DATES: Written comments, identified by the docket ID number OPP-2003-
0048, must be received on or before April 11, 2003.

ADDRESSES: Comments may be submitted electronically, by mail, or
through hand delivery/courier. Follow the detailed instructions as
provided in Unit 1. of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division {751 1C), Office of Pesticide Programs,
Envirommental Protection Agency, 1200 Pennsylvania Ave., NW,,

Washington, DC 20460-0001; telephone number: (703) 308-8097; e-mail

address: bacchus.shanaz@epa.gov.

SUPPLEMENTARY INFORMATION:

1. General Information
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A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or
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pesticide manufacturer. Potentially affected entities may include, but
are not limited to:

[sbull] Crop production (NAICS 111)

[sbull} Animal production (NATCS 112)

[sbull] Food manufacturing (NAICS 311)

[sbull] Pesticide manu facturing (NAICS 32532)

This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this
action, Other types of entities not listed in this unit could also be
affected. The North American Industrial Classification System (NAICS)
codes have been provided to assist you and others in determining
whether this action might apply to certain entities. If you have any
questions regarding the applicability of this action to a particular
entity, consult the person listed under FOR FURTHER INFORMATION
CONTACT.

B. How Can ] Get Copies of this Document and Other Related Information?

1. Docket. EPA has established an official public docket for this
action under docke! identification (ID) number OPP-2003-0048. The
official public docket consists of the documents specifically
referenced in this action, any public comments received, and other
information related to this action. Although a patt of the official
docket, the public docket does not include Confidential Business
Information (CB1) or other information whose disclosure is restricted
by statute. The official public docket is the collection of materials
that is available for pubiic viewing at the Public Information and
Records Integrity Branch (PIRIB), Rm. 119, Crystal Mall 2,

1921 Jefferson Davis Hwy., Arlington, VA, This docket facility is open
from 8:30 a.m. to 4 p.m., Monday through Friday, excluding legal
holidays. The docket telephone number is (703) 305-5805.

2, Electronic access. You may access this Federal Register document
electronically through the EPA Internet under the *'Federal Register”
listings at http://www.epa.gov/fedrgstr/.

An electronic version of the public docket is available through

EPA's electronic public docket and conmument system, EPA Dockets, You may
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use EPA Dockets at http://www.epa.gov/edocket/ to submit or view public

use EPA Dockets at http://www.epa.gov/edocket/ to submit or view public

comments, access the index listing of the contents of the official
public docket, and to access those documents in the public docket that
are available electronically. Once in the system, select *“search,”

then key in the appropriate docket [ID number.

Certain types of information will not be placed in the EPA Dockets.
Information claimed as CBI and other information whose disclosure is
restricted by statute, which is not included in the official public
docket, will not be available for public viewing in EPA’s electronic
public docket. EPA’s policy is that copyrighted material will not be
placed in EPA's electronic public docket but will be available only in
printed, paper form in the official public docket. To the extent
feasible, publicly available docket materials will be made available in
EPA’s electronic public docket. When a document 1s selected from the
index list in EPA Dockets, the system will identify whether the
document is available for viewing in EPA’s electronic public docket.
Although not all docket imaterials may be available electronically, you
may still access any of the publicly available docket materials through
the docket facility identified in Unit LB.1. EPA intends to work
towards providing electronic access to all of the publicly available
docket materials through EPA's electronic public docket.

For public commenters, it is important to note that EPA’s policy is
that public cominents, whether submitted electronically or in paper,
will be made available for public viewing in EPA's electronic public
docket as EPA receives them and without change, unless the comment
contains copyrighted material, CBI, or other information whose
disclosure is restricted by statute. When EPA identifies a comment
containing copyrighted material, EPA will provide a reference to that
material in the version of the comment that is placed in EPA's
electronic public docket. The entire printed comment, including the
copyrighted material, will be available in the public docket.

Public comments submitted on computer disks that are mailed or
delivered to the docket will be transferred to EPA's electronic public
docket. Public comments that are mailed or delivered to the Docket will
be scanned and placed in EPA’s electronic public docket. Where
practical, physical objects will be photographed, and the photograph
will be placed in EPA’s electronic public docket along with a brief
description written by the docket staff.

C. How and To Whom Do T Subimit Cominents?

You may submit comments electronically, by mail, or through hand
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delivery/courier. To ensure proper receipt by EPA, identify the
appropriate docket ID number in the subject line on the first page of
your comment. Please ensure that your comments are submitted within the
specified comment period. Comments received after the close of the
comment period will be marked “late.” EPA is not required to consider
these late comments. If you wish to submit CBI or information that is
otherwise protected by statute, please fellow the instructions in Unit
1.D. Do not use EPA Dockels or e-mail to submit CBI or information
protected by statute. _

1. Electronically. If you submit an electronic comment as
prescribed in this unit, EPA recommends that you inclnde your name,
mailing address, and an e-mail address or other contact information in
the body of your comment. Also include this contact information on the
outside of any disk or CD ROM you submit, and in any cover letter
accompanying the disk or CD ROM. This ensures that you can be
identified as the submitter of the comment and allows EPA to contact
youl in case EPA cannot read your comment due to technical difficulties
or needs further information on the substance of your comment. EPA's
policy is that EPA will not edit your comment, and any identifying or
contact information provided in the body of a comment will be included
as part of the comment that is placed in the official public docket,
and made available in EPA’s electrenic public docket. If EPA cannot
read your cemment due to technical difficulties and cannot contact you
for clarification, EPA may not be able to consider your comment.

i. EPA Dockets. Your use of EPA's electrenic public docket to
submit comments to EPA electronically is EPA's preferred methed for
receiving comments. Go directly to EPA Dockets at http://www.epa.gov/

edocket
, and follow the online instructions for submitting comments,

Once in the system, select “'search,” and then key in docket 1D number
OPP-2003-0048. The system is an”'anonymous access" system, which means
EPA will not know your identity, e-mail address, or other contact
information unless you provide it n the body of your comment.

1. E-mail. Comments may be sent by e-mail to opp-docket@epa.gov,

Attention: Docket ID Number OPP-2003-0048. In contrast to EPA's
electronic public docket, EPA's e-mail systent is not an “anonymous
access" system. If you send an e-mail comment directly to the docket
without going throngh EPA's electronic public docket, EPA's e-mail
system automatically captures your e-mail address. E-mail addresses
that are automatically captured by EPA's e-mail system are included as
part of the comment that is
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placed in the official public docket, and made availabie in EPA’s
electronic public docket.

iii. Disk or CD ROM. You may submit comments on a disk or CDD ROM
that you mail to the mailing address identified in Unit 1.C.2. These
electronic submissions will be accepted in WordPerfect or ASCII file
format. Avoid the use of special characters and any form of encryption.

2. By mail. Send your comments to: Public Infonmnation and Records
Integrity Branch {PIRIB), Office of Pesticide Programs (OPP),
Environmental Protection Agency (7502C), 1200 Pennsylvania Ave.,, NW.,
Washington, DC, 20460-0001, Attention: Docket ID Number OPP-2003-0048.

3. By hand delivery or courier. Deliver your comments te: Public
Information and Records Integrity Branch (PIRIB), Office of Pesticide
Programs (OPP), Environmental Protection Agency, Rm. 119, Crystal
Mall 2, 1921 lefferson Davis Hwy., Arlington, VA,

Altention: Docket ID Number OPP-2003-0048. Such deliveries are only
accepted during the docket's normal hours of operation as identified in
Unit1.B.1.

D. How Should 1 Submit CBI To the Agency?

Do not submit informatien that you consider to be CBl
electronically through EPA’s electronic public docket or by e-mail. You
may claim information that you submit to EPA as CBI1 by marking any part
or all of that information as CBI (if you submit CBI on disk or CD ROM,
mark the outside of the disk or CD ROM as CBI and then identify
electronically within the disk or CD ROM the specific information that
is CBI). Information so marked will not be disclosed except in
accordance with procedures set forth in 40 CFR part 2.

In addition to one complete version of the comment that includes
any infonnation claimed as CBI, a copy of the comment that does not
contain the information claimed as CBI must be submitted for inchision
in the public docket and EPA’s electronic public docket. If you submil
the copy that does net contain CBI on disk or CD ROM, mark the outside
of the disk or CD ROM clearly that it does not contain CBL Information
not marked as CBI will be included in the public docket and EPA’'s
electronic public docket without prier notice. i yon have any
questions about CBI or the procedures for claiming CBI, please consult
the person listed under FOR FURTHER INFORMATION CONTACT.

E, What Should 1 Consider as | Prepare My Comments for EPA?
You may find the following suggestions helpful for preparing your
comments:

1. Explain your vicws as clearly as possible.
2. Describe any assumptions that yon used.
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3. Provide copigs of any technical information and/or data you nsed
that support your views.

4, If you estimate potential burden or costs, explain how you
arrived at the estimate that you provide.

5. Provide specific examples to illustrate your concemns,

6. Offer alternative ways to improve the registration activity,

7. Make sure to submit your comments by the deadline in this
notice.

8. To ensure proper receipt by EPA, be sure to identify the docket
ID number assigned to this action in the subject line on the first page
of your response. You may also provide the name, date, and Federal
Register citation.

T1. Registration Applications

EPA received an application as follows to register a pesticide
product containing a new active ingredient not included in any
previously registered product pursuant to the provision of section
3(c)(4) of FIFRA. Notice of receipt of this application does not imply
a decision by the Agency on the application.

Interregional Research Project Numiber 4 (IR-4), New Jersey
Agricultural Experiment Station, Technology Center of New Jersey, 681
U. S. Highway 1 South, North Brunswick, NJ 08902-33%0 on
behalf of the Arizona Cotton Research and Protection Council, 3721 East
Wier Avenue, Phoenix, AZ 85040-2933, submitted an application, to
register a new active ingredient for a naturally occurring microbial
pesticide Aspergillus flavus AF36, (EPA File Symbol 71693-R), a non-
aflatoxin-producing strain of Aspergillus flavus, to reduce aflatoxin
contamination on cotton. Aspergillus flavus AF36 occurs naturally in
Arizona and Texas.

List of Subjects
Environmental protection, Pesticides and pest.
Dated: Febrnary 28, 2003.
Janet L. Andersen,
Diurectot, Biopesticides and Pollution Prevention Division, Office of
Pesticide Programs,

[FR Doc. 03-5752 Filed 3-11-03; 8:45 am]

BILLING CODE 6560-50-S
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ENVIHONMENTAL PROTECTION AGENCY

40 CFR Part 180
[OPP-2003-0138; FRL-7311-6]}

Aspergillus flavus AF36; Exemption from the Requirement of a
Tolerance '

. 'AGENCY: Environmental Protection Agency (EPA).

ACTION: Final rule.

SUMMARY: This regulation establishes an exemption from the
requirement of a tolerance for residues of the microbial antifungal agent
Aspergillus flavus AF36, a non-aflatoxin-producing member of the
naturally-occurring genus of fungi Aspergilius, in or on the food/feed g
commodity cotton when the pesticide is used according to its label l/
instructions as a prebloom application. The Interregional Research

Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and
Protection Council, submitted a petition to EPA under the Federal Food,
Drug, and Cosmetic Act (FFDCA), as amended by the Food Quality
Protection Act of 1996 (FQPA), requesting an exemption from the
requirement of a tolerance. This regulation eliminates the need to

establish a maximum permissible level for residues of Aspergillus flavus
AF36 in or on cotton and its food/feed commodities.

DATES: This regulation is effective {insert date of publication in the
Federal Register]. Objections and requests for hearings, identified by
docket ID number OPP-2003-0138, must be received on or before
linsert date 60 days after date of publication in the Federal Register].

ADDRESSES: Written objections and hearing requests may be submitted
by mail or through hand delivery/courier. Follow the detailed
instructions as provided in Unit IX. of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (7511C), Environmental Protection
Agency, 1200 Pennsylvania Ave., NW., Washington, BC 20460-0001;
telephone number: (703) 308-8097; e-1nail address:
bacchus.shanaz@epa.gov.

OB F‘ 2{ 5Lf O Y RE NGNS
w220 4T ool gglc 13SUC [75nc | 257/¢ [ 95UC | SERSE
SURNAME : ‘MME . L tk”//g??u'}”;@ﬁ;t ﬁ;cc fieey _..SZ‘-‘-}I":}’ {&m‘\-’ ?—
5-30-3003 r‘ 30[3003 41/3 a3 Gelaces | €70/ | 51703 G {M_{oj
GUA Fian #2254 12T Iét';{f:}h t_; agg‘: MLy (fs ‘ E‘-’j‘:{:,w“ - HEFICEAL FILE COPY

138




ENVIRONMENTAL PROTECTION AGENCY
40 CFR Part 180
[OPP-2003-0138; FRL~7311-6]

Aspergillus flavus AF36; Exemption from the Requirement of a
Tolerance

AGENCY: Environmental Protection Agency (EPA).

ACTION: Final rule.

SUMMARY: This regulation establishes an exemption from the
requirement of a tolerance for residues of the microbial antifungal agent
Aspergillus flavus AF36, a non-aflatoxin-producing member of the
naturally-occurring genus of fungi Aspergillus, in or on the food/feed

. commodity cotton, when the pesticide is used according to its label
instructions as a prebloom application. The Interregional Research
Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and
Protection Council, submitted a petition to EPA under the Federal Food,
Drug, and Cosmetic Act (FFDCA}, as amended by the Food Quality
Protection Act of 1996 (FQPA), requesting an exemption from the
requirement of a tolerance. This regulation eliminates the need to
establish a maximum permissible level for residues of Aspergillus flavus
AF36 in or on cotton and its food/feed commodities.

DATES: This regulation is effective [insert date of publication in the
Federal Register). Objections and requests for hearings, identified by
docket ID number OPP-2003-0138, must be received on or before
(insert date 60 days after date of publication in the Federal Register].

. ADDRESSES: Written objections and hearing requests may be submitted
by mail or through hand delivery/courier. Follow the detailed
instructions as provided in Unit IX. of the SUPPLEMENTARY INFORMATION,

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division {7511C}, Environmental Protection
Agency, 1200 Pennsylvania Ave., NW., Washington, DC 20460-0001;
telephone number: {(703) 308-8097; e-mail address:
bacchus.shanaz@epa.gov.

SUPPLEMENTARY INFORMATION!

I. General Information
A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or pesticide manufacturer.
Potentially affected entities may include, but are not limited to:
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¢ Crop production (NAICS code 111)

» Animal production (NAICS code 112)

¢ Food manufacturing (NAICS code 311)

* Pesticide manufacturing (NAICS code 32532)

_This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this action.
Other types of entities not listed in this unit could also be affected.
The North American Industrial Classification System (NAICS) codes
have been provided to assist you and others in determining whether
this action might apply to certain entities. To determine whether you
or your business may be affected by this action, you should carefully
examine the applicability provisions. If you have any questions
regarding the applicability of this action to a particular entity, consult
the person listed under FOR FURTHER INFORMATION CONTACT.

B. How Can I Get Copies of this Document and Other Related
Information?

1. Docket. EPA has established an official public docket for this
action under docket identification (ID) number OPP-2003-0138. The
official public docket is intended to serve as a repository for materials
(i.e.,documents and other information) submitted to the Agency in
connection with this action and/or relied upon by the Agency in taking
this action. Although a part of the official docket, the public docket
does not include Confidential Business Information (CBI) or other
information whose disclosure is restricted by statute. The official public
docket is available for public viewing at the Public Information and
Records Integrity Branch {(PIRIB), Rm. 119, Crystal Mall #2, 1921
Jefferson Davis Hwy., Arlington, VA. This docket facility is open {rom
8:30 a.m. to 4 p.m., Monday through Friday, excluding legal holidays.
The docket telephone number is (703) 305-5805. To the extent that a
particular document is not located in the official public docket, consult
the persdT listed under FOR FURTHER INFORMATION CONTACT.

The legacy docket for this case is OPP-2003-0020, which was set
up in connection with the Notice of Filing of this pesticide petition,
8E5001. It contains the Federal Register Notice dated February 14,
2003, (68 FR 7554), which was published to announce this petition,
other relevant Federal Register documents associated with the
exemption from temporary tolerance which preceded this permanent
exemption from tolerance, and comments received in response to the
publication of this petition. '

2. Electronic access. You may access this Federal Register
document electronically through the EPA Internet under the “Federal
Register” listings at http://www.epa.gov/fedrgstr/. A frequently updated
electronic version of 40 CFR part 180 is available at http://
www.access.gpo.gov/nara/cfr/cfrhtinl_00/Title_40/40cir180_00.html, a
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beta site currently under development. To access the OPPTS
Harmonized Guidelines referenced in this document, go directly to the
guidelines at http://www.epa.gov/opptsfrs/home/guidelin.htm.

An electronic version of the public docket is available through
EPA’s electronic public docket and comment system, EPA Dockets. You
may use EPA Dockets at http://www.epa.gov/edocket/ to-submit or view
public comments, access the index listing of the contents of the official
public docket, and to access those documents in the public docket that
are available electronically. Once in the system, select “search,” then
key in the appropriate docket ID number.

I1. Background and Statutory Findings

In the Federal Register of February 14, 2003 (68 FR 7554) (FRL-
7289-9), EPA issued a notice pursuant to section 408 of the FFDCA,
21 U.S.C. 346a, as amended by FQPA (Public Law 104~170),
announcing the filing of a pesticide tolerance petition (PP 8E5001) by
Interregional Research Project Number 4 {IR-4), New Jersey Agricultural
Experiment Station, Technology Center of New Jersey, 681 U. S,
Highway #1 South, North Brunswick, NJ 083023390, on behalf of the
Arizona Cotton Research and Protection Council, 3721 East Wier
Avenue, Phoenix, AZ 85040-2933. This notice included a summary of
the petition prepared by the petitioner, IR-4, on behalf of the Arizona
Cotton Research and Protection Council. In response to the notice of
filing of this petition, comments in favor of the use of the pesticide
were received from cotton growers, processors and ginners, mainly from
Arizona and Texas.

The petition requested that 40 CFR 180.1206 be amended by
establishing an exemption from the requirement of a tolerance for
. residues of Aspergillus flavus AF36 in or on cotton and its food/feed
commodities.

Section 408{c)(2)(A)(i) of the FFDCA allows EPA to establish an
exemption from the requirement of a tolerance (the legal limit for a
pesticide chemical residue in or on a food) only if EPA determines that
the exemption is ‘safe.” Section 408(c){2)(A){ii) of the FFDCA defines
“safe” to mean that “there is a reasonable certainty that no harm will
result from aggregate exposure to the pesticide chemical residue, .
including all anticipated dietary exposures and all other exposures for
which there is reliable information.” This includes exposure through
drinking water and in residential settings, but does not include
occupational exposure. Section 408(b)(2)(C) of the FFDCA requires EPA
to give special consideration to exposure of infants and children to the
pesticide chemical residue in establishing a tolerance and to “ensure
that there is a reasonable certainty that no harm will result to infants
and children from aggregate exposure to the pesticide chemical residue.
... Additionally, section 408(b}{2)(D) of the FFDCA requires that the
Agency consider “available information” concerning the cumulative
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effects of a particular pesticide’s residues and “other substances that
have a common mechanism of toxicity.”

EPA performs a number of analyses to determine the risks from
aggregate exposure to pesticide residues. First, EPA determines the
toxicity of pesticides. Second, EPA examines exposure to the pesticide
through food, drinking water, and through other exposures that occur
as a result of pesticide use in residential settings.

III. Toxicological Profile

Consistent with section 408(b)(2}(D]} of the FFDCA, EPA has
reviewed the available scientific data and other relevant information in
support of this action and considered its validity, completeness, and
reliability, and the relationship of this information to human risk. EPA
has also considered available information concerning the variability of
the sensitivities of major identifiable subgroups of consumers, including
infants and children.

. Aspergillus flavus AF36 (also referred to as'AF36) is anon-
aflatoxin-producing or atoxigenic strain of Aspergillus flavus, whose
species are ubiquitous around the world. Some members of the genus
Aspergillus produce mycotoxins, such as aflatoxin, a potent carcinogen
produced by toxigenic strains of A. flavus. Other members of the genus
Aspergillus have been domesticated for commercial use, such as
Aspergillus niger for production of enzymes (e.g., alpha-galactosidase
found in beano, a dietary supplement} and Aspergillus oryzae for
production of soy sauce. The subject strain of this final rule, Aspergillus
flavus AF36, is characterized as an atoxigenic strain by its lack of
production of aflatoxin. It is not vegetatively compatible with the
toxigenic strains of A. flavus, a feature which limits cross-over potential
to, and, thus, further proliferation of, the toxigenic strains. Starter
cultures, selected on the basis of the vegetative incompatibility with

. aflatoxin-producing strains, are to be monitored by standard thin layer
chromatography (TLC) procedures, and visualization via scanning
fluorescernce densitometry scanning [Master Record Identification
Number (MRID) 44626101; BPPD Data Evaluation Report of Analysis
of Samples, dated March 29, 1999 (hereinafter referred to as "BPPD
review - March 29, 1999”); BPPD Review of Supplementary Information
dated May 14, 1999 (hereinafter referred to as “BPPD review - May 14,
1999”})]. In this manner, the applicant proposes to maintain batches iree
of aflatoxin contamination during production. Batches contaminated
with aflatoxin, or human pathogens, or unintentional ingredients above
regulatory levels are to be destroyed. Thus, use of AF36 is not likely
to add to the environmental burden of the aflatoxin-producing strains
of A. flavus.

The pesticide is proposed for a single prebloom application once
a year to cotton fields to displace the aflatoxin-producing strains of
Aspergillus flavus from cotton. Sterilized wheat seeds, colonized with
Aspergillus flavus AF36, are to be applied at 10 1b of end-use product
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{EP) (equiv'alent to the low rate of less than 0.01 lb active ingredient
(ai) per acre). Within 3 days of application of the pesticide, the fields
are furrow irrigated to promote germination of AF36, which apparently
colonizes the cotton crop and soil, before the aflatoxin-producing
strains of A. flavus proliferate. This competitive exclusion of the
aflatoxin-producing strains does not increase the total Aspergillus
population in the environment above background levels as
demonstrated in soil and air monitoring studies. [MRIDs 45307201,
45307202; BPPD Review of Soil and Air Monitoring Studies and
Product Performance Testing (Efficacy), dated May 15, 2003 (hereinafter
referred to as “BPPD Review - May 15, 2003”)]. The displacement of
the toxigenic strain of Aspergillus flavus by AF36 may reduce aflatoxin
contamination of cotton seed.

The toxicology and pathogenicity data generated by the petitioner
in support of this tolerance exemption, and reviewed by the Agency,
are summarized below. The following discussion of the evaluations of

‘ the submitted studies and information indicates that exposure to the
pesticide is not likely to be greater than that which occurs normally
to other ubiquitous A. flavus strains. Submitted data also indicate no
toxicity or infectivity of AF36 in test mammalian systems. More
detailed analyses of these studies can be found in the specific Agency
reviews of the studies that are cited below.

1. Acute oral toxicity/pathogenicity (OPPTS Harmonized Guideline
885.3050; MRID 43972403). Agency evaluation of submitted acute oral
study indicates no toxicity/infectivity effects of the pesticide. Five male,
and five ferhale Sprague Dawley rats were treated orally with the
microbial pesticide {500 milligrams/milliliter (mg/mL) or 6.3 x 103 cfu/
mL) by gavage. No clinical signs or abnormalities were noted during
the study, and the pesticide was considered to be neither toxic nor
. infective following oral administration of a single dose. The acute oral

test resulted in a Toxicity Category IV classification with a lethal dose
(LD)so greater than 5,000 milligrams/kilogram {mg/kg} body weight
[IMRID 43972403; BPPD Data Evaluation Report, Acute Oral Toxicity
Study in Rats, dated April 23, 1996 (hereinafter referred to as “BPPD
Review - April 23, 1996")). '

2. Acute pulmonary toxicity/pathogenicity (OPPTS Harmonized
Guideline 885.3150; MRID 45798201). The Agency required an
intratracheal pulmonary infectivity/pathogenicity study. This test
involves intratracheal instillation of the test material and post mortem
examination of lungs and other organs for clearance.

Three studies were submitted in support of the mamimalian acute
infectivity/pathogenicity pulmonary guideline: A range finding study
and two complete acute pulmonary studies. The dose-range study
concluded that 108 cfu/rat would be a suitable test dose level for the
acute pulmonary studies [MRID 45739101; BPPD Data Evaluation
Report, dated April 02, 2003a (hereinafter referred to as **BPPD Review
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- April 02, 2003a”")}. In the first acute pulmonary study, conducted with
Tween 80 as a surfactant in the test material, 26 male and 26 female
Sprague Dawley rats {approximately 8 to 10 weeks old) each were dosed
with a single intratracheal dose of 1.2 mL/kg at 5.30 x 108 cfu/mL (or
1.28 to 1.63 x 108 cfu/animal). Results from this study indicated that
the test organism was neither infective nor pathogenic, in spite of rat
mortality, which is believed to have been due to a severeacute
inflammatory response to the Tween 80 [MRID 45798101; BPPD Data
Evaluation Report, dated April 02, 2003a (hereinafter referred to as
“BPPD Review - April 02, 2003b"}}.

In the second acute pulmonary study, which was a repetition of
the first acute pulmonary test, but was conducted without Tween 80,
25 male and 25 female Sprague Dawley rats (approximately 8 to 10
weeks old) each received a single intratracheal dose of approximately
1.2 mL/kg. Mortality of 4 rats by day 2 appeared to be attributable to
an initial dosing effect. The rest of the test animals showed an initial
. response, followed by a rapid recovery indicating no toxicity. Although
some surviving rats lost weight intermittently, all surviving rats gained
weight prior to scheduled sacrifice. No clinical signs that were
considered to be due to the test organism were observed in the test rats.
Organs were examined post mortem as previously described.
Aspergillus flavus AF36 was detected in the lungs with clearance by
day 8 after dosing. No test organisms were detected in any samples from
the shelf control or inactivated test organism treated rats. Based on the
presented/submitted data, including the clearance data, the test
organism, Aspergillus flavus AF386, was considered not toxic, infective,
or pathogenic to the rat pulmonary system. The study is acceptable.

3. Acute inhalation (OPPTS Harmonized Guideline 152-32). The
inert is sterilized wheat seeds, comprising approximately 99% of this
pesticidal product. It acts as a matrix and nurient source for the /

. germinating AF36. Because this constitutedmajority of the pesticide and
does not contain respirable particles of less'than 10 microns, an
inhalatiorr study was not required pursuant to 40 CFR 158.740(c). In
addition, based on the results obtained through the acute pulmonary
toxicity/pathogenicity studies summarized immediately above, AF36 is
considered not toxic, infective, or pathogenic to the rat pulmonary
system. On the basis of this study and the nature of the inert ingredients
present, the pesticide was considered Toxicity Category II for acute
inhalation effects. [MRID 45798201; BPPD Data Evaluation Report,
dated April 02, 2003c¢ (hereinafter referred to as ""BPPD Review - April

02, 2003c”)].

4. Hypersensitivity incidents (OPPTS Harmonized Guideline 152-
37; MRID 45739104). The registrant submitted information (MRID
45739104) to demonstrate the lack of hypersensitivity to workers who
have been exposed during the manufacture, application, and use of the
pesticide in the research and experimental phases. No adverse
hypersensitivity reaction to AF36 was recorded or reported by a state
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council or six companies during use for 3 or 6 years [MRID 45739104;

. BPPD Data Evaluation Report, dated April 02, 2003d (hereinafter
referred to as “BPPD Review - April 02, 2003d"”)}. However, to comply
with the Agency’s requirements under section 6(a)(2), any incident of
hypersensitivity associated with the use of this pesticide must be
reported to the Agency.

5. Data waivers. Data waivers were requested for the following
studies: '

i. Acute dermal toxicity/pathogenicity (OPPTS Harmonized
Guideline 885.3100)

ii. Primary dermal irritation (OPPTS Harmonized Guideline
870.2500)

iii. Primary eye irritation (OPPTS Harmonized Guideline 870.2400)

. iv. Intravenous, intracerebral, intraperitoneal injection (OPPTS
Harmonized Guideline 885.3200)

v. Hypersensitivity study (40 CFR 152-36)
vi. Immune response (40 CFR 152-38)

With regards to the dermal and eye irritation guideline tests, it was
impractical to apply the end-use product, sterilized wheat seeds
inoculated with Aspergillus flavus AF36, as test material. Furthermore,

~ non-occupational dermal and eye exposures, or exposures via any of
the routes in Unit I11.5.i.—vi., are not likely to be above naturally-
occurring background levels for the following reasons.

First, Aspergillus flavus, a saprophytic fungus, is a normal

@ constituent of the microflora in air and soil. The naturally occurring
soil and plant colonizer is also found on living and dead plant material
throughout the world. Aflatoxin-producing strains of Aspergillus flavus
are particularly prominent in hot, dry climates supplemented with
irrigation and are ubiquitous components of the natural Arizona desert
ecosystem. Quantities of A. flavus typically increase during crop
production and the fungus occurs widely on crop debris left in the soil.
Shortly after application, AF36 germinates, apparently displaces the
aflatoxin-producing strains from cotton and the soil, and spore levels
return to normal background, without increase of total A. flavus. This
was demonstrated in soil and air monitoring studies submitted over
multiple years of experimental usage {BPPD Review - May 15, 2003].
Thus exposures to AF36 are not likely to increase above those normally
associated with the naturally occurring A. flavus background levels.

Second, the application rate is low, being less than 0.01 1b active
ingredient per acre, and agricultural sites are treated, thus minimizing
non-occupational and residential exposure. The proposed label rate is
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less than 0.01 pound of active ingredient in 10 pounds end-use product,

or approximately 1.34 x 107 colony forming units {cfu) per acre.

Finally, drift is not expected during application based on the large
granular nature of the pesticide (i.e., sterilized inoculated wheat seeds).
In addition, only one prebloom application is made, and cultivation is
not recommended after application. Thus, once again, the potential for
non-occupational dermal and residential exposure is unlikely. |

The acute oral toxicological study demonstrated an LDso of greater
than 5,000 mg/kg with no toxicity/infectivity effects, and demonstrable
clearance from organs examined post mortem [MRID 43972403; BFFD
Review - April 23, 1996]. This rationale supported the request to waive
the acute intraperitoneal study.

A hypersensitivity study was waived since hypersensitivity
incidents were not reported from maximally exposed workers and
researchers during the research and experimental phases associated
with the use of the active ingredient, A. flavus AF36 [BPPD Review
- April 02, 20034d). Nevertheless, reports of hypersensitivity incidents
associated with the use of the pesticide are still required to comply with
FIFRA section 6{(a)(2) requirements. '

Submitted toxicity/pathogenicity studies in the rodent (required for
microbial pesticides) also indicate that following oral and pulmonary
routes of exposure [BPPD Review - April 23, 1996; BPPD Review - April
02, 2003c], the immune system is still intact and able to process and
clear the active ingredient. Thus, the request to waive the immune
response study was granted.

On the basis of the foregoing rationales, and there being no
documented problems associated with the non-aflatoxin producing
strain, Aspergillus flavus AF36, data waivers for the studies listed in
Unit I11.5.1.—vi., were granted to the applicant for the proposed use of
Aspergillus flavus AF36 on cotton.

6. Subchronic, chronic toxicity ond oncogenicity, and residue.
Based on the data generated in accordance with the Tier I data

requirements set forth in 40 CFR 158.740{c}, the Tier Il and Tier III data .

requirements were not triggered and, therefore, not required in
connection with this action. In addition, because the Tier Il and Tier
III data requirements were not required, the residue data requirements
set forth in 40 CFR 158.740(b} also were not required.

IV. Aggregate Exposures

In examining aggregate exposure, section 408 of the FFDCA directs
EPA to consider available information concerning exposures from the
pesticide residue in food and all other non-occupational exposures,
including drinking water from ground water or surface water and
exposure through pesticide use in gardens, lawns, or buildings
{residential and other indoor uses).

146




9

There is a potential for aggregate exposure of adult humans, infants
and children to the microbe because of the ubiquitous distribution of
Aspergillus fungal strains in the environment. The Agency has
considered the incremental exposure and risk associated with the
proposed application of this strain of Aspergillus flavus, AF38, as
summarized below, and concludes that use of AF36 is not likely to add
an incremental risk above that posed by the normal exposure of adults,
infants and children to Aspergillus flavus strains present in the
environment. In fact, use of the pesticide, AF36, may decrease potential
environmental aflatoxin exposure to exposed populations.

A. Dietary Exposure

1. Food. Based on submitted studies, the end-use product,
Aspergillus flavus AF36, demonstrates low acute oral toxicity category
IV potential [BPPD Review - April 23, 1996]. No toxicity endpoints were
indicated to justify setting a numerical tolerance for the fungal active
ingredient, Aspergillus flavus AF36. An LDso greater than 5,000 mg/kg
body weight, in the acute oral studies discussed above, indicates that
consumption of food commodities treated with AF36 poses no
incremental risk via dietary exposure. Indeed, the submitted data
indicate no toxicity or infectivity of AF36 in the acute oral test
mammalian systems.

Cotton itself is not a food commodity. Residues of A. flavus AF38,
the microbial active ingredient, are not likely to survive the heating and
pressure associated with the processing of cottonseed into cottonseed
meal. Moreover, A. flavus AF36 will not separate into the edible
fraction, cotton seed oil. Thus, potential transfer of residues of A. flavus
AF36 to edible cotton food/feed commodities is not expected.
Consequently, human dietary exposure to A. flavus AF36 via cottonseed
oil, or by secondary transfer of A. flavus AF36 residues to meat and
milk via cottonseed meal, is not expected. Therefore, the Agency has
determined that dietary exposure to A. flavus AF386 is not likely to
result in.any undue health effects and risk.

While the Agency has concluded that AF36 is not likely to add
to the dietary burden, any potential contribution by AF36 to aflatoxin
contamination was also considered, for a conservative estimate of the
health effects of this pesticide. This is because aflatoxin is considered
a public health hazard (see Unit VIL.D.} and AF36 is proposed as a
biocontrol agent for aflatoxin-producing strains of A. flavus. Even if
AF36 does not control aflatoxin levels in the treated cotton food/feed
commodities, a safety net exists in the screening of cotton and its by-
products for aflatoxin prior to their introduction into the channels of
commerce. For instance, FDA does not allow cotton seed products
containing aflatoxin above 20 parts per billion {ppb) to be used in dairy
rations or above 300 ppb to be used for feeding beef cattle. As
previously stated, the registrant claims that quality control and selection
procedures will not allow aflatoxin production in the starter cultures
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for pesticide manufacture [BPPD review - March 29, 1999; BPPD review
- May 14, 1999]. Any batches with aflatoxin are to be destroyed. For
these reasons, the Agency has determined that use of AF36 will not
add to the dietary burden of aflatoxin, but is rather more likely to
ameliorate aflatoxin levels in treated cotton food/feed commodities.
Therefore, dietary exposure to aflatoxin, as a result of AF36 use, is not
likely to be greater, and may even be less, than that which currently
exists. ' ‘ '

2. Drinking water exposure. Exposure to AF36 via drinking water
is not likely to be greater than current/existing exposures to A. flavus
strains. Potential risks via exposure to drinking water or runoff are
adequately mitigated by, among other things, percolation through soil.
Thus, exposure via drinking water from the proposed use of this non-
aflatoxin-producing strain of Aspergillus flavus is not likely to pose any
incremental risk to adult humans, infants and children. In fact,
displacement of the toxigenic strains of A. flavus by AF36 may decrease
exposure and risk to the toxigenic strains of A. flavus in the
environment.

B. Other Non-Occupational Exposure

1. Dermal exposure. The potential for non-occupational dermal
exposure to AF36 is unlikely because the potential use sites, are
commercial and agricultural, and because of the granular nature of the
pesticide, which minimizes spray drift. As discussed earlier (see Unit
IIL}, lack of hypersensitivity incidents, low application rates, and return
of levels of Aspergillus flavus to background shortly after germination,
poses minimal risk to populations via dermal, non-occupational
exposure. Thus, dermal non-occupational exposure to the non-aflatoxin
strain is not likely to be greater than the existing exposure to A. flavus
at current levels.

2. Inhalation exposure. For the reasons stated immediately above,
non-occupational inhalation exposure to AF36 is not expected to be
greater than that which currently exists for A. flavus strains.

V. Cumulative Effects

Section 408(b}(2)(D}(v) of the FFDCA requires the Agency to
consider the cumulative effect of exposure to Aspergillus flavus AF36
and to other substances that have a common mechanism of toxicity.
These considerations include the possible cumulative effects of such
residues on infants and children. Aspergillus flavus AF36 does not
appear to be toxic or pathogenic to humans. There is no indication that
the fungus A. flavus AF36 shares any common mechanisms of toxicity
with other registered pesticides. In addition, there are no other
registered pesticide products containing Aspergillus flavus AF36, and
other A. flavus strains abound naturally in the environment. Moreover,
the displacement of the toxigenic strain of A. flavus by AF36 may
reduce aflatoxin contamination of cottonseed. Based on the low toxicity
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potential of AF36, the fact that it is non-aflatoxigenic, and the safety
net already in place to monitor for aflatoxin, no cumulative or
incremental effect is expected from the use of AF36 on cotton.

VL Determination of Safety for U.S. Population, Infants and Children

There is reasonable certainty that no harm will result from
aggregate exposures to residues of A. flavus AF36, in its use as an

antifungal agent, to the U, S. population, including infants and children.

This includes all anticipated dietary exposures and all other exposures
for which there is reliable information. As discussed previously, there
appears to be no potential for harm, from this fungus in its use as an
antifungal agent via dietary exposure since the organism is non-toxic
and non-pathogenic to animals and humans. The Agency has arrived
at this conclusion based on the very low levels of mammalian toxicity
for acute oral and pulmonary effects with no toxicity or infectivity at
the doses tested (see Unit III above). Moreover, non-occupational
inhalation or dermal exposure is not expected above background levels
(see Unit V).

FFDCA section 408(b)(2)(C) provides that EPA shall apply an
additional ten-fold margin of exposure (safety) for infants and children
in the case of threshold effects to account for prenatal and postnatal
toxicity and the completeness of the data base unless EPA determines
that a different margin of exposure (safety) will be safe for infants and
children. Margins of exposure (safety) are often referred to as
uncertainty (safety) factors. In this instance, based on all the available
information, the Agency concludes that the fungus, A. flavus AF386, is
non-toxic to marmimals, including infants and children. Because there
are no threshold effects of concern to infants, children and adults when
A. flavus AF36 is used as labeled, the provision requiring an additional
margin of safety does not apply. As a result, EPA has not used a margin
of exposure (safety) approach to assess the safety of A. flavus AF36.

"~ VII. Other Considerations

A. Endocrine Disruptors

EPA is required under the FFDCA, as amended by FQPA, to
develop a screening program to determine whether certain substances
(including all pesticide active and other ingredients) “‘may have an
effect in humans that is similar to an effect produced by a naturally-
occurring estrogen, or other such endocrine effects as the Administrator
may designate.” Following the recommendations of its Endocrine
Disruptor Screening and Testing Advisory Committee (EDSTAC), EPA
determined that there was scientific basis for including, as part of the
program, the androgen-and thyroid systems, in addition to the estrogen
hormone system. EPA also adopted EDSTAC’s recommendation that the
program include evaluations of potential effects in wildlife. For
pesticide chemicals, EPA will use FIFRA and, to the extent that effects
in wildlife may help determine whether a substance may have an effect
in humans, FFDCA authority, to require the wildlife evaluations. As the

149




12

science develops and resources allow, screening of additional hormone
systems may be added to the Endocrine Disruptor Screening Program
(EDSP}.

The Agency is not requiring information on the endocrine effects
of this active ingredient, Aspergillus flavus AF36, at this time. The
Agency has considered, among other relevant factors, available
information concerning whether the microorganism may have an effect
in humans similar to an effect produced by a naturally occurring
estrogen or other endocrine effects. There is no known metabolite that
acts as an "endocrine disrupter” produced by this microorganism. The
submitted toxicity/infectivity or pathogenicity studies in the rodent
(required for microbial pesticides) indicate that, following oral and
pulmonary routes of exposure, the immune system is still intact and
able to process and clear the active ingredient (see Unit 111}, In addition,
based on the low potential exposure level associated with the proposed
single, seasonal, prebloom application of the pesticide, the Agency
expects no adverse effects to the endocrine or immune systems.

B. Analytical Method

The Agency proposes to establish an exemption from the
requirement of a tolerance without any numerical limitation.
Accordingly, the Agency has concluded that for an exemption from
tolerance, analytical methods are not needed for enforcement purposes
for residues of Aspergillus flavus AF36 on treated cotton. Nonetheless,
and for purposes of clarification, analytical methods are still required
for product characterization, quality control, and quality assurance for
manufacturing purposes [BPPD review - March 29, 1999; BPPD review
- May 14, 1999). Vegetative compatibility tests are used to screen starter
cultures to identify the non-aflatoxin-producing Aspergillus flavus
AF36 strain, Starter cultures of AF36 are also selected on the basis of
the lack of aflatoxin as monitored by standard thin layer
chromatography (tlc} procedures and visualization via scanning
fluorescerce densitometry scanning. Other appropriate methods are
required for quality control to assure product characterization, the
control of human pathogens and other unintentional metabolites or
ingredients within regulatory limits, and to ascertain storage stability
and viability of the pesticidal active ingredient.

C. Codex Maximum Residue Level

There is no Codex maximum residue level for residues of
Aspergillus flavus AF36.

D. Efficacy Data

PR Notice 2002-1 lists aflatoxin as a public health hazard, for which
product performance or efficacy data are required according to 40 CFR
158.202(i). To demonstrate that this pesticide may reduce aflatoxin-
producing strains and does not increase A. flavus populations above
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background levels, the applicant provided product performance or
efficacy data from multiple years of soil and air monitoring studies.

Aflatoxin, one of the most potent human carcinogens, is the
metabolite of concern produced by the target pest, aflatoxin-producing
strains of Aspergillus flavus. As such, the Agency considers aflatoxin
a public health hazard. In the soils of cotton-producing areas of Arizona
and south Texas, especially in the dry regions, the toxigenic strains are
prominent. Few alternatives, if any, exist to displace aflatoxin-
producing A. flavus strains from cotton and other crops.
Decontamination of crops via ammoniation is costly, not available
universally, and decreases the value of the crop. Other methods to
reduce aflatoxin formation include manipulation of harvest date, costly
irrigation practices, and different methods of harvesting and storage
practices. -

Efficacy data submitted to the Agency include monitoring of soil
and air levels of the toxigenic and non-aflatoxin-producing strains of
A. flavus AF36 in the field and on the crops. Results from the
environmental expression and population monitoring studies, during -
the experimental program, demonstrate that a single seasonal
application of AF36 on cotton fields may incite significant changes in
the incidence of toxigenic A. flavus strains resident in the
agroecosystem, without altering the overall quantity of A. flavus. Soil
and air population counts of A. flavus from treated fields were
associated with concomitant decreases in incidences of toxigenic A.
flavus, for many of the treated areas [BPPD review - May 15, 2003].
Reducing the aflatoxin-producing populations of fungi, and the
concomitant reduction of aflatoxin, a potent carcinogen, is in the public
interest.

VIIIL. Objections and Hearing Requests

Under section 408(g] of the FFDCA, as amended by the FQPA, any
person may file an objection to any aspect of this regulation and may
also request a hearing on those objections. The EPA procedural

‘regulations which govern the submission of objections and requests for
hearings appear in 40 CFR part 178. Although the procedures in those
regulations require some modification to reflect the amendments made
to the FFDCA by the FQPA, EPA will continue to use those procedures,
with appropriate adjustments, until the necessary modifications can be
made. The new section 408(g) of the FFDCA provides essentially the
same process for persons to “object” to a regulation for an exemption
from the requirement of a tolerance issued by EPA under new section
408(d} of the FFDCA, as was provided in the old sections 408 and 409
of the FFDCA. However, the period for filing objections is now 60 days,
rather than 30 days.
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A. What Do I Need to Do to File an Objection or Request a Hearing?

You must file your objection or request a hearing on this regulation
in accordance with the instructions provided in this unit and in 40 CFR
part 178. To ensure proper receipt by EPA, you must identify docket
ID number OPP-2003-0138 in the subject line on the first page of your
submission. All objections and hearing requests must be in writing, and
must be mailed or delivered to the Hearing Clerk on or before [insert
date 60 days after date of publication in the Federal Register].

1. Filing the request. Your objection must specify the specific
provisions in the regulation that you object to, and the grounds for the
objections (40 CFR 178.25). If a hearing is requested, the objections must
include a statement of the factual issues(s) on which a hearing is
requested, the requestor’s contentions on such issues, and a summary
of any evidence relied upon by the objector {40 CFR 178.27).
Information submitted in connection with an objection or hearing
request may be claimed confidential by marking any part or all of that
information as CBI. Information so marked will not be disclosed except
in accordance with procedures set forth in 40 CFR part 2. A copy of
the information that does not contain CBI must be submitted for
inclusion in the public record. Information not marked confidential
may be disclosed publicly by EPA without prior notice.

Mail your written request to: Office of the Hearing Clerk (1900C),
Environmental Protection Agency, 1200 Pennsylvania Ave., NW,,
Washington, DC 20460-0001. You may also deliver your request to the
Office of the Hearing Clerk in Rm. 104, Crystal Mall #2, 1921 Jefferson
Davis Hwy., Arlington, VA. The Office of the Hearing Clerk is open from
8 a.m. to 4 p.m., Monday through Friday, excluding legal holidays. The
telephone number for the Office of the Hearing Clerk is (703) 603-0061.

2. Tolerance fee payment. If you file an objection or request a
hearing, you must also pay the fee prescribed by 40 CFR 180.33(i) or
request a waiver of that fee pursuant to 40 CFR 180.33(m). You must
mail the fee to: EPA Headquarters Accounting Operations Branch,
Office of Pesticide Programs, P.O. Box 360277M, Pittsburgh, PA 15251.
Please identify the fee submission by labeling it “Tolerance Petition
Fees.”

EPA is authorized to waive any fee requirement “when in the
judgement of the Administrator such a waiver or refund is equitable
and not contrary to the purpose of this subsection.” For additional
information regarding the waiver of these fees, you may contact James
Tompkins by phone at (703) 305-5697, by e-mail at '
tompkins.jim@epa.gov, or by mailing a request for information to Mr.
Tompkins at Registration Division {7505C}, Office of Pesticide
Programs, Environmental Protection Agency, 1200 Pennsylvania Ave.,
NW., Washington, DC 20460-0001.
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If you would like to request a waiver of the tolerance objection fees, =
you must mail your request for such a waiver to: James Hollins,
Information Resources and Services Division (7502C), Office of
Pesticide Programs, Environmental Protection Agency, 1200
Pennsylvania Ave., NW., Washington, DC 20460-0001.

3. Copies for the Docket. In addition to filing an objection or
hearing request with the Hearing Clerk as described in Unit IX.A., you
should also send a copy of your request to the PIRIB for its inclusion
in the official record that is described in Unit 1.B.1. Mail your copies,
identified by docket ID number OPP-2003-0138, to: Public Information
and Records Integrity Branch, Information Resources and Services
Division (7502C), Office of Pesticide Programs, Environmental
Protection Agency, 1200 Pennsylvania Ave., NW., Washington, DC
20460-0001. In person or by courier, bring a copy to the location of
the PIRIB described in Unit 1.B.1. You may also send an electronic copy
of your request via e-mail to: opp-docket@epa.gov. Please use an ASCII
file format and avoid the use of spécial characters and any form of
encryption. Copies of electronic objections and hearing requests will
also be accepted on disks in WordPerfect 6.1/8.0 or ASCII file format.
Do not include any CB! in your electronic copy. You may also submit
an electronic copy of your request at many Federal Depository Libraries.

B. When Will the Agency Grant a Request for a Hearing?

A request for a hearing will be granted if the Administrator
determines that the material submitted shows the following: There is
a genuine and substantial issue of fact; there is a reasonable possibility
that available evidence identified by the requestor would, if established
resolve one or more of such issues in favor of the requestor, taking into
account uncontested claims or facts to the contrary; and resolution of
the factual issues(s) in the manner sought by the requestor would be
adequate to justify the action requested (40 CFR 178.32).

IX. Statutory and Executive Order Reviews

This final rule establishes an exemption from the tolerance
requirement under section 408(d) of the FFDCA in response to a
petition submitted to the Agency. The Office of Management and
Budget (OMB) has exempted these types of actions from review under
Executive Order 12866, entitled Regulatory Planning and Review (58
FR 51735, October 4, 1993). Because this rule has been exempted from
review under Executive Order 12866 due to its lack of significance, this
rule is not subject to Executive Order 13211, Actions Concerning
Regulations That Significantly Affect Energy Supply, Distribution, or
Use (66 FR 28355, May 22, 2001). This final rule does not contain any
information collections subject to OMB approval under the Paperwork
Reduction Act (PRA), 44 U.S8.C. 3501 et seq., or impose any enforceable
duty or contain any unfunded mandate as described under Title II of
the Unfunded Mandates Reform Act of 1995 (UMRA) {Public Law 104~
4). Nor does it require any special considerations under Executive Order
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12898, entitled Federal Actions to Address Environmental Justice in
Minority Populations and Low-Income Populations (59 FR 7629,
February 16, 1994); or OMB review or any Agency action under
Executive Order 13045, entitled Protection of Children from
Environmental Health Risks and Safety Risks (62 FR 19885, April 23,
1997). This action does not involve any technical standards that would
require Agency consideration of voluntary consensus standards
purstuant to section 12(d) of the National Technology Transfer and
Advancement Act of 1995 (NTTAA), Public Law 104-113, section 12(d}
(15 U.S.C. 272 note). Since tolerances and exemptions that are
established on the basis of a petition under section 408(d) of the
FFDCA, such as the exemption from the tolerance requirement in this
final rule, do not require the issuance of a proposed rule, the
requirements of the Regulatory Flexibility Act (RFA) (5 U.S.C. 601 et
seq.) do not apply. In addition, the Agency has determined that this
action will not have a substantial direct effect on States, on the
relationship between the national government and the States, or on the
distribution of power and responsibilities among the various levels of

. government, as specified in Executive Order 13132, entitled Federalism
(64 FR 43255, August 10, 1999). Executive Order 13132 requires EPA
to develop an accountable process to ensure “meaningful and timely
input by State and local officials in the development of regulatory
policies that have federalism implications.” *Policies that have
federalism implications” is defined in the Executive Order to include
regulations that have “‘substantial direct effects on the States, on the
relationship between the national government and the States, or on the
distribution of power and responsibilities among the various levels of
government.” This final rule directly regulates growers, food processors,
food handlers and food retailers, not States. This action does not alter
the relationships or distribution of power and responsibilities
established by Congress in the preemption provisions of section
408(n)(4) of the FFDCA. For these same reasons, the Agency has

. determined that this rule does not have any “tribal implications” as
described in Executive Order 13175, entitled Consultation and
GCoordination with Indian Tribal Governments (65 FR 67249, November
6, 2000). Executive Order 13175, requires EPA to develop an
accountable process to ensure '‘meaningful and timely input by tribal
officials in the development of regulatory policies that have tribal
implications.” ""Policies that have tribal implications” is defined in the
Executive Order to include regulations that have “substantial direct
effects on one or more Indian tribes, on the relationship between the
Federal Government and the Indian tribes, or on the distribution of
power and responsibilities between the Federal Government and Indian
tribes.” This rule will not have substantial direct effects on tribal
governments, on the relationship between the Federal Government and
Indian tribes, or on the distribution of power and responsibilities
between the Federal Government and Indian tribes, as specified in
Executive Order 13175. Thus, Executive Order 13175 does not apply
to this rule.

154




17

X. Congressional Review Act

The Congressional Review Act, 5 U.S.C. 801 et seq., as added by
the Small Business Regulatory Enforcement Fairness Act of 1996,
generally provides that before a rule may take effect, the agency
promulgating the rule must submit a rule report, which includes a copy
of the rule, to each House of the Congress and to the Comptroller
General of the United States. EPA will submit a report containing this
rule and other required information to the U.S. Senate, the U.S. House
of Representatives, and the Comptroller General of the United States
prior to publication of this final rule in the Federal Register. This final
rule is not a “major rule” as defined by 5 U.5.C. 804(2).
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List of Subjects in 40 CFR Part 180

Environmental protection, Administrative practice and procedure,
Agricultural commodities, Pesticides and pests, Reporting and
recordkeeping requirements.

Dated: %/2/0 3

A/

Directgr, Office of Peﬁici de Programs.
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Therefore, 40 CFR chapter ! is amended as follows:

PART 180—[AMENDED]
1. The authority citation for part 180 continues to read as follows:

Authority: 21 1J.5.C. 321(g), 346{a) and 371.
2. Section 180.1206 is revised to read as follows:

§ 180.1206 Aspergillus flavus AF36; exemption from the requirement of
a tolerance.

An exemption from the requirement of a tolerance is established
for residues of the microbial pesticide Aspergillus flavus AF36 in or
on cotton and its food/feed commodities.

[FR Doc. 03-?777 Filed 7?-77--03; 8:45 am]
BILLING CODE &560-50-5
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

. cc: Amber Aranda
05/20/03 09:40 AM Subject: AF36

Deliberafive
Alorney-Client Communicafion
Afforney-Ciienf Privifege

Shanaz,




—

*Privileged attorney-client communication*




*Privileged attorney-client communication*

Chris E. Kaczmarek

Pesticides and Toxic Substances Law Office
Office of General Counsel

(202) 564-3909
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*Privileged attorney-client communication* 3

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/LIS@EPA

cel
05/16/03 1243 PM g oot acag

Shanaz,
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

L s cc: Amber Aranda
05/20/03 09:40 AM Subject: AF36

Defiberative
Aftorney-Client Communication
ARorney-Clienf Privifege

Shanaz,
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*Privileged attorney-client communication*




*Privileged attorney-client communication* S —

Chris E. Kaczmarek

Pesticides and Toxic Substances Law Office
Otfice of General Counsel

(202) 564-3209
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AFIZONA COTYON RESEARCH AND PROTECTION COUNGIL
3721 bast Wier Avenue
Phoanix, Arizona 85040-2633
IBO2Y 438-0059 - Phone
IB02Y 438-0407 - Fax

Dennis Szahay, Acting Chief May 23, 2003
Microbial and Plant Incorporated Pesticides Branch
Biopesticides and Pollation Prevention Division

Office of Pesticitle Programs 5
U.S. Environmental Protection Ageucy .
Room 910, Crystal Mall 2 ‘ed” 0
Arlington Virginia, 22202 sevresy .
(703) 308-8260 :"": A
RE: Pending Section 3 Registration-Aspergilius flavus AF36 etes” .

EPA Reg. No. 71693-R; Active Ingredient # 006546 o

Pending Pesticide Pelition # 8ES001 . s

RAL Shanaz Bacchus (703)308-8097 Teetad
Dear Dennis:

This is n response to your letier dated May 22, 2003 {attached) notifying us about our
active ingredient Aspergilius flenrus AF36 ehigiblhlity for a conditional Section 3(¢}7{C)
registration on cotton in AZ and TX. We are hereby committing to provide the following
data within the time frames you requested as shown below as conditions of registration:

1. Guidelines 15110 through 151-16 (OPPTS GdIn 885.1300): Product ldentity

Analyses of 5 batches is required at production and must include data relevant to
certification of limits, detection, identification, enumeration and rejection limits of
metabolites and potential human pathogens (bacterial and fiingal) using routine
quality control and assurance methods to be implemented for large scale production,
Batch analysis must also include viability and storage stability data. All batches
containing human pathogens above regulatory levels must be destroyed. A
confirmatory method, other than Vegetative Compatibility Group analysis, is required
to confirm identity of the active ingredient, dspergillus flavus AF36. Data to remove
this condition of registration must be submitted within 2.5 years of the conditional
registration. If at any time the formulation, mamufacturing process or quality control
methods change, you must submit appropriate relevant data to amend the conditional
registration ol this microbial active ingredient,
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Qur understanding of “enumeration and rejection limits of metabolites™ is that we will
continue to analyze for aflatoxin in the working cuiture by TLC in all batches as
aiready described in MRID 44626101 which is prior to inoculating the wheat. We
agree to do the analysis for aflatoxin as a post production analysis only as part of the
five batch analysis, but there will not be any post production analysis for aflatoxin as
part of the routine quality control procedure,

Similarly, our understanding of “A confirmatory method, other than Vegetative
Compatibility Group analysis, is required to confirm identity of the active ingredient,
Aspergillus flavus AF36” means that we will continue to utilize vegetative

compatibility grouping as a test prior to and after production . We agree tousea ,,,,
DNA based confirmatory method only on the 5 batch analysis, but not as part of theess®
routine quality control procedure,

for stamping. We understand that further data may be required for different SR
formulations and application methods and other use sites, on a case by case basis, if

2. Efficacy data are required from a large scale field trial in TX to coiffirh the ., ",
bridging of data from Arizona to Texas and to demonstrate that Aspergpl{m flavus s®

AF36 reduces aflatoxin-producing strains of Aspergillus flavus

LB KB X J
L

*® 2
» LI
*8 ¥
L ]

A table clarifying these data requirements is below. Through communication with eess
Shanaz Bacchus, we understand that you already have the appropriate final draft labeés

such amendments ensue during this conditional registration.

Data required as a condition of Registration of Aspergilius flavus AF36

Guideline Title of Study Data Required Due Date
8835.1300 Discussion of Formation of unintentional | During production of
151B-12 Formation of ingredients, human pathogen | 5 batches or 2.5 years
Unintentional and metabolite identification | after conditional
Ingredients and quantification (including | registration date.
aflatoxin quantification).
*885. 1400 Analysis of Samples | 5 batch analysis to include During production of
151B-13 viability and storage stability | 5 batches or 2.5 years
data. after conditional
regisiration date.
*885. 1500 Certification of Standard data requirement | During production of
1518B-15 limits for production batches. S batches or 2 years
after conditional
registration date.
Non-guideline: required Efficacy/Product Efficacy/Product 2.5 years after
Jor public health hazard Performance Performance data to conditional

demonstrate the reduction of
toxigenic strains by A. flavus
A¥36 in Texas.

registration date.
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Sincerely,

Larry Antilla,
Staff Director
Arizona Cotton Research and Protection Council

CC: Shanaz Bacchus, BPPD, USEPA

Phil Hutton, BPPD, USEPA !
Janet Andersen, BPPD, USEPA sectes .
Peter Cotty, USDA-ARS ey 0.0
Phil Wakelyn, National Cotton Council oe s
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5.
Action File Note and Return
Approval For Clearance Per Conversation
As Requested For Correction Prepare Reply
Clrculate For Your Information See Me
Comment Investigate _&? Slgnsture
Coordination Justlty

REMARKS

DO NOY use this form as a RECORD of approvais, concurrences, disposals,
clearances, and similar actions

- FROM: {(Name, org. symbol, Agency/ Post) floom No. —— Bidg.

Ph naﬂ%z/tf7

- .OPTIOH%L FORM 41 (Rov. 1-94)
Preseribed by GBA
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i ffice symbol, room number, building, Agency/Post) Initials | Date
1 v ) .
75/ C
]
" Action Fita Note ang Relum
.
: J Approval For Claarance
, As Requested For Comraction Praparg Raply
N Circulate For Your Information See Me
Comment . Invasligals Signature
‘:_ Coordinalion . Justify
i
REMARKS: Pesticide
. When the package has been completed, including the typesetting request form, please return this signed package
10: Emily Glover, 7104T. Thanks. _ '
OfY-2003-0]3% > 03P-85¢
FROM: (Name, org, symbol, Agency/Post)
Emily Glover
OPPTS Federal Register Staff 7104T

Room No.-Bldg. Phone No.

6109], ICC 6th Floor Connector, 12* & 566-1595

Constitution Ave. NW
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CONNECT . 5ES

~ ACTION: R SCREEN: REQL USERID: SHUI _ 06/25/03 . .01:10:04 PM
**x* REQUISITION ACCOUNTING LINE INQUIRY TABLE ***
KEY IS TRANS CODE, REQ NO, LINE NO

TRANS CODE: RQ REG NO: 0332JF3022

01- LINE NO: 00t BFY: 2003 2004 APPR: B RPIO: 20
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-
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; A UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
] ¢ ) WASHINGTON, D.C. 20480
N, 2t
@ nno‘*ﬁ
COFFICE OF
PREVENTION, PESTICIDES, ANO
* TOXIC SUBSTANCES
Memorandum

SUBJECT: Cost of Publishing Documents in the Federal Register
FROM: John A. Richards, Director, OPPTS Federal Register Staff (7104T)

. T0: OPPTS Document Drafters
| In view of the limited amount of money that will be available for
publishing documents in the Federal Register in the current fiscal year,
the OPPTS Federal Register Staff is cooperating with budget and
program personnel by keepmg you informed of printing costs.

This document when prepared with electronic encoding will bill
as follows:

Document OPPTS No.; 3P - gV

Approximate cost: § /&S 3

m—

We are furnishing this information so that you will be better able
to allocate your funds during the remainder of the fiscal year. Unless
a deliberate decision is made to withhold this document from
publication, it will be forwarded automatically for publication upon its
receipt after signature by my office. A hold can be placed on actual
publication by calling the Federal Register Staff on (566-1580) pnor to
signature, and providing alternate instructions.

For OPPTS FR Staff Use Only
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

n
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"
¢ apeVe”

MAY 2 2 2003

OFFICE $HF PEEVENTIGN,

PESTICIDEN AN TONEC SUBERTANCES

Dr. Michael Braverman

Interregionat Research Project Number 4 {IR-4)
New Jersey Agricultural Experiment Station
Technology Center of New Jersey

681 U, 5. Highway #1 South

North Brunswick, NJ 08802-33%0

Dear Dr. Braverman;

Pending Section 3 Registration - Aspergiilus flavus AF36
EPA Reg. No. 71893-.R; Active ingredient # 008546
Pending Pesticide Petition # 8E5001

This letter is sent to you regarding the pending Section 3{c) registration action you filed on behalf of
Mr. Larry Antilla, Arizona Cotton Research and Protection Council, 3721 East Weir Avenue, Phoenix, Arizona
85040-2933. The product above, Aspergifus flavus AF36, also referred to as AF36, will be acceptable for
conditional registration under Section 3(c){7){C) of the Federal Insecticide, Fungicide, and Rodenticide Act
{FIFRA), provided that you agree in writing that you will submit the data required within 2 to 2.5 years from the
date of registration as discussed on page 4 of this letter.

The status of the data submissions in support of these guidetine requirements for the subject
registration, Aspergiflus flavus AF38, containing the active ingredient Aspergifius flavus AF36 {ai #006540) is
summarized below.

t. Health Effects Data

1. Guidelines 151-10 through 151-16 (OPPTS Gdtn BB5.1300): Product Identity, Manufacturing Process
and Quality Controt

Product identity and manufacturing data support the conditional registration of Aspergiflus flavus
AF38. Starter cubtures are monitored for aflatoxin production by standard thin layer chromatography {tic)
procedures and visualization via scanning fluorescence densitoemetry [MRID 44626131, BPPD Review, March
29, 1899}, Starter cultures are to be screened for human pathogens, metabolites and vninientional
ingredients to assure quality control. The inert ingredient for the End-use Product, sterilized wheat seed,
which serves as a matrix for the inocutant, is exempt from the requirement of a tolerance under 40 CFR
t80.950(a) and is cleared for food use. These data are acceptable for this conditional registration. Anatysis of
& production batches is required within 2.5 years as discussed later in this letter.

2, a. Acute Oral Toxicity/Pathogenicity (OPPTS 885.3050; MRID 43972403)

No toxicity/infectivity was associated with A. flavus AF38 according to the evaluation of the acute oral
study and the pesticide was classified Toxicity Category IV. No further data are required for this guidetine for
the use of AF36 on cotton in AZ and TX.
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o. Acute Putmonary Toxicity/Pathogenicity (OPPTS Harmonized Guidetine 885.3150;

MRIDs 45798101, 45798201, MRID 45739101}

No clinical signs that were considered to be due to the fungal active ingredient were observed in the
test rats following intratracheat installation of A. flavus AF36. Clearance from organs, examined post morfem,
demonstrated A. flavus AF36 was not toxic, infective, or pathogenic to rats (BPPD Review - April 02, 2003c}.
The study is ACCEPTABLE. On the basis of this study and the nature of the inert ingredients present, the
pesticide was considered Toxicity Category Il for acute pulmonary infectivityftoxicity effects. No further data
are required for this guideline for the proposed use of AF36 on cotton in AZ and TX..

¢. Acute inhatation {OPPTS Guideline 152-32)

The inert, sterilized wheat seeds, comprising more than 89% of this pesticidal product, acts as a
matrix and nutrient source for the germinating AF368. Because colonized wheat seeds constitute more than
20% of the pesticide and contains non-respirable particles greater than 10 microns, an acute mammalian
inhalation study is not required, In addition, based on the resulis obtained through the acute pulmonary
toxicity/pathogenicity studies summarized immediately above, the Agency has determined that AF36, is
considered not toxic, infective, or pathogenic to the rat pulmonary system.

d. Hypersensitivity Incidents {OPPTS Guideline 152-37; MRID 45739104}

No recorded or reported adverse hypersensitivity reaction to AF36 was reported by a state council or 6
companies during use for 3 or 6 years (MRID 45739104: 8PPD Review - April 02, 2003d}. A hypersensitivity
study is not required, based on this report. However, to comply with the FIFRA requirements under Section
6{(a}2), you must report any incident of hypersensitivity associated with the use of this pesticide to the Agency.

e. Data Waiver Requests: Health Effects
The following Data Waiver Requests for Health Effects were granted on the basis of justifiable rationales
submitied:

(i) Acute Dermat Toxicity/Pathogenicity (OPPTS 885.3400)

(i) Primary Dermal Irritation (OPPTS 870.2500)

(iif} Primary eye irritation (OPPTS 870.2400)

{iv) tntravenous, Intracerebral, intraperitoneat injection (OPPTS 885.3200)

{v) Hypersensitivity study (40 CFR 152-36)

{vi) Immune response {40 CFR 152-38)

Acceptable rationales, supporting these data waiver requests, included:

{a) no toxicityfinfectivity effects, and demonstrable clearance from organs examined post mortem as
demonstrated in the acute oral study (MRID 43972403: BPPD Review - April 23, 1886},

(b) following oral and pulmonary routes of exposure (BPPD Review - April 23, 1996; BPPD Review - April 02,
2003b}, the immune system is still intact and able to process and clear the active ingredient;

{c) hypersensitivity incidents were not reported from maximally exposed workers and researchers during the
research and experimental phases associated with the use of the actlive ingredient, A. favus AF36 (BPPD
Review - April 02, 2003d);

. {d) non-occupational dermal and eye exposures, or exposures via any of the routes in {e)(i} thru {vi) above,
are not likely to be above background levels because (a) spray drift is not expected due to the granular nature
of the pesticide, and (b} treatment of agricultural sites, by aerial and ground application methods, without
cultivation, is not likely to increase these exposures beyond normally occurring A. flavus levels. Based on the
acceptable data waiver rationales, no further data are required for these guidelines for the proposed use of

AF36in AZ and TX.

it. Ecological Effects Data

The following data submissions were reviewed and found acceptable to the Agency for the proposed use of
AF38 on cotton in AZ and TX:
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b. Acute Pulmonary Toxicity/Pathogenicity (OPPTS Harmonized Guideline 885.3150;

MRIDs 45798101, 45798201, MRID 45739101)

No clinical signs that were considered to be due to the fungai active ingredient were observed in the
test rats following intratracheal instaiiation of A. flavus AF36. Ciearance from organs, examined post mortem,
demonstrated A, flavus AF36 was not toxic, infective, or pathogenic to rats (BPPD Review - Aprif 02, 2003c).
The study is ACCEPTABLE. On the basis of this study and the nature of the inert ingredients present, the
pesticide was considered Toxicity Category Il for acute puimonary infectivity/toxicity effects. No further data
are required for this guideline for the proposed use of AF36 on cotton in AZ and TX..

c. Acute inhalation (OPPTS Guideline 152-32)

The inert, sterilized wheat seeds, comprising more than 99% of this pesticidal product, acts as a

* matrix and nufrient source for the germinating AF36. Because colonized wheat seeds constitute more than
20% of the pesticide and contains non-respirable particles greater than 10 microns, an acute mammalian
inhalation study is not required. In addition, based on the resuits obtained through the acute puimonary
toxicity/pathogenicity studies summarized immediately above, the Agency has determined that AF386, is
considered not toxic, infective, or pathogenic to the rat pulmenary system.

d. Hypersensitivity incidents {OPPTS Guideline 152-37; MR{D 45739104)

No recorded or reported adverse hypersensitivity reaction to AF36 was reported by a state council or 8
companies during use for 3 or 6 years {[MRID 45733104: BPFD Review - April 02, 2003d]. A hypersensitivily
study is not required, based on this report. However, to comply with the FIFRA requirements under Section
6(a)(2}, you must report any incident of hypersensitivity associated with the use of this pesticide to the Agency,

e. Data Waiver Requests: Health Effects
The following Data Waiver Requests for Heaith Effects were granted on the basis of jusfifiable rationales
submitted:

(i) Acute Dermal Toxicity/Pathogenicity (OPPTS 885.3100)

{iiy Primary Dermal lrritation (OPPTS 870.2500)

{iii}) Primary eye irritation {OPPTS 870.2400)

{iv) Intravenous, Intracerebral, Intraperitonea!l injection (OPPTS 885.3200)

{v) Hypersensitivity study {40 CFR 152-36)

{vi) Immune response (40 CFR 152-38)

Acceptabie rationales, supporting these data waiver requests, included:

(a) no toxicitylinfectivity effects, and demonstrable clearance from organs examined post mortem as
demonstrated in the acute orai study [MRID 43972403: BRPD Review - Aprii 23, 1996];

{b) folfowing oral and puimonary roules of exposure (BPPD Review - April 23, 1886, BPPD Review - April 02,
2003b}, the immune system is still intact and abie to process and clear the active ingredient;

{c) hypersensitivity incidents were not reported from maximaily exposed workers and researchers during the
research and experimental phases associated with the use of the active ingredient, A, flavus AF36.[BPPD
Review - April 02, 2003d];

(d) non-occupational dermai and eye exposures, or exposures via any of the routes in {e)(i) thru (vi) above,
are not likely to be above background levels because {a} spray drift is not expected due to the granular nature
of the pesticide, and (b} treatment of agricultural sites, by aerial and ground application methods, without
cultivation, is not likely to increase these exposures beyond normally occurring A. flavus levels. Based on the
acceptable data waiver rationales, no further data are required for these guidelines for the proposed use of

AF36 in AZ and TX.

il. Ecological Effects Data

The loliewing data submissions were reviewed and found acceptable to the Agency for Ihe proposed use of
AF36 on cotton in AZ and TX:
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a. Acute avian inhalation infectivity/pathogenicity (OPPTS 885.4100; MRID 45798102)

No toxic effects were observed in the avian inhalation study, following intratracheal instillation of AF36
in the bobwhite quail. No further data are required for this guideline for the proposed use of AF36 on cotton in
AZ and TX.

b. Toxicity/Pathogenicity - Honeybees (MRID 45739102: OPPTS 885.4380)

The exposure and polential hazard of AF36 colonized-wheat seed to foraging honey bees {Apis
meififera L.} on blooming coticn was assessed for 30 days, foliowing an aerial application at label rates. On
the basis of this study, AF36 applied once at t0 ibs EPfacre is not considered hazardous to honey bees, No
further data are required for this guideline for the proposed use of AF36 on cotton in AZ and TX..

¢, Efficacy/Product Performance (MRIDs 45307201, 45307202 OPPTS 885.5000)

Results of multiple year soil and air population menitering studies indicate that the number of A, flavus
conidia increase within a few days of application as is expected of the germinating microbial pesticide. The
results also suggest that AF36 applications do not significantly increase the overall guantity of Aspergilius
flavus at cotton crop maturity, nor in the soil one year after application. These data are acceptable for product
performance of AF36 for the proposed uses on cotton in Arizona {AZ). Further data, to confirm the bridging of
data from AZ to Texas (TX) are required to demonsirate product performance in TX.

d. Data Waiver Requests: Ecological Effects
The following Data Waiver Requests for Ecological Effects were granted on the basis of justifiable rationales
submitted lo the Agency:

(i} Acute avian oral toxicity/pathogenicity (Guideline 154A-16, OPPTS 885.4050)

The data requirement was waived based on no toxic effects observed in the avian inhalation study as
noted above. No further data are required for this guideline for the proposed use of AF36,
(i} Freshwater Fish toxicity/pathogenicity (OPPTS 885.4240)
{iil} Estuarine and Marine Animal testing (OPPTS 885.4280)
{iv} Freshwater Aquatic Invertebrate Toxicity/Pathogenicity (OPPTS 885.4240)
{v} Non-target Plant (OPPTS 885.4300)
{vi) Non-target insect (OPPTS 885.4340)
Data requirements for the ecological guidelines listed in 1-5 were also waived on rationales of
exposure of non-target arganisms not being above current background levels of A. flavus sirains,

Iit. Conditions of Registration

) On the basis of the evaluations above, the active ingredient Aspergiifus flavus AF36 is eligible for a
conditional Section 3H{¢)7(C) registration for us on colton in AZ and TX. You must commit in writing to provide

the following data within the time frames shown below as conditions of registration:

1. Guidelines 151-10 through 151-16 (OPPTS Gdin 885.1300): Product Identity

Analysis of 5 batches is required at production and must include data relevant to certification of limits,
detection, identification, enumeration and rejection limits of metabolites and potential human pathogens
{bacterial and fungal) using routine quality control and assurance methods to be implemented for large scale
production. Batch analysis must also include viability and storage stability data. All balches containing human
pathogens above requlatory levels must be destroyed. A confirmatory method, other than Vegetative
Compatibility Group analysis, is required to confirm identity of the active ingredient, Aspergiffus flavus AF36.
Data to remove this condition of regisiration must be submitted within 2.8 years of the conditional registration.
If al any time the formulation, manufacturing process or guality control methods change, you must submit
appropriate relevant data 1o amend the conditional registration of this microbial active ingredient.

2. Efficacy data are required from a large scale field trial in TX to confirm the bridging of data from

Arizona to Texas and to demonstrate that Aspergilius flavus AF36 reduces aflatoxin-producing strains of
Aspergiffus flavus.
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A table to clarify these data requirements is enclosed and will be included in the Biopesticide
Registration Action Document. The “Notice of Registration” will be issued when you have agreed in writing to
the conditions staled in this letter and provide the appropriate final draft label for stamping. Further data may
be required for different formulations and application methods and other use sites, on a case by case basis, if
such amendments ensue during this conditional registration. This letter does not conslitute registration, and
the product may not be lawfully marketed until it is regislered.

If you have any questions, do not hésitate to call Shanaz Bacchus at 703-308-8097.

/El::w
’

Dennis Szuhay, Actifg Chief
Microbial and Plant Incorporatgd Pesticides Branch
Biopesticides and Pollution

Prevention Division

encl,
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A table to ctarify these data requiremenits is enclosed and wilt be included in the Biopestlicide
Registration Action Document. The "Notice of Registration” witt be issued when you have agreed in writing to
the conditions stated in this letter and provide the appropriate final draft fabet for stamping. Further data may
be required for different formuiations and apgplication methods and other use sites, on a case by case basis, if
such amendments ensue during this conditionai registration. This letter does not constitute registration, and
the product may not be lawfully marketed until it is registered.

If you have any questions, do not hesitate to call Shanaz Bacchus at 703-308-8097.

ingereiy,
I's
/&’W

Dennis Szuhay, Actirffg Chief

Microbial and Piant incorporatgd Pesticides Branch

Biopesticides and Potiution
Prevention Division

encl.
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Data required as a condition of Registration of Aspergilius flavus AF38

Guideline

885.1300
151B-12

‘885.1400
151B-13

"885.1500
151B-15

Non-
quideling:
required for
public heatth
hazarg

Titte of Study

Discussion of Formation

of Unintentionat
tngredients

Angalysis of Samptes

Certification of limits

Jage Sof 3

Page t of 1

Data required

Formation of unintentionat
ingredients, human pathogen

and metabolite identification and
Quantification (including aflatoxin

gquantification),

& batch analysis to include
viability and storage Stabitity
data.

Standard data requirerent for
production balches.

ate due

During production of
5 batches or 2.5
years after
conditionat
registration date.

During production of
Shatchesor 2.5
years after
congditional
registration date.

During production of
5 batches or 2 years
after conditional
registration date.

2.5 years after

registration date,

EfficacylPraduct EfficacylProctuct Performance
Performance data lo demonstirate the conditional
reduction of toxigenic strains by
A. flavus AF36 in Texas.
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United States Environmantal Protection Agency

MAY 2 2 2003

Dr. phchaet Braverman

interregionat Research Project Number 4 (IR-4)
New Jersey Agricuftural Experiment Station
Technology Center of New Jersey

681 U. 5. Highway #1 South

North Brunswick, NJ 08802-3390

Dear Ur. Braverman:

Pending Section 3 Registration - Aspergillus flavus AF36
EPA Reg. No. 71693-R; Active ingredient # 006546
Pending Pesticide Petition # 8£E5001

This {etter is sent to you regarding the pending Section 3{c) regisiration actien you filed on behalf
of dMr. Larry Antilta, Arizgna Cotton Research and Protection Counc, 3721 East Wek Avenue, Phoenix,
Arizona 85040-2033. The product above, Aspergiflus favus AF36, also referred to as AF36, wili be
acceptabie for conditionat registration under Section 3{cHTHC) of the Federat insecticde, Fungicide, and
Rodenticide Act {FIFRA), provided that you agree in writing that you will subma the data required within 2
10 2.5 years from the date of registration as discussed on page 4 of this fetter.”

The status of the data submisstons in support of these guidetine requirements for the subject
ragistration, Aspergiius flavus AF36, containing the active ingredient Aspergiffus flavus AF36 (ar #006540}
ts summarizad below.

t. Heatth Effects Data

1. Guidetines 15110 through 15116 (OPPTS Gdin 885.1300): Product tdentity, Manufacturing
Process and Quality Controt

Product identity and manufacturing data support the conditonal registration of Aspergilfus fiavus
AF36. Starter cuftures are monttored for afiatoxin production by standard thin fayer civomatography {tic)
nrocedures and visualization viz scanning fluorescence densitometry [MRID 4462610 1; BPPD Review,
March 29, 1989]. Starter cutures are to be screened for human pathegens, metaboiites and unmientional
ingredients 1o assure quality control. The inert ingredient for the End-use Product, sterifized wheat seed,
which serves as a matrix for the mnocuiant, is exempt from the requirament of a tolerance under 40 CFR
t80.950(z} and is cleared for food use. These data are acceptabie for this conditionai registration.
Anatysis of & production batches is required within 2.8 years as discussed tater in this tetter,

2. a. Acute Orat Toxicity/Pathogenicity {OPPTS 885,3050; MRID 43972403)

No texicity/infectivity was associated with A. flavus AF 36 according to the evaluation of the acute
oral study and the pesticide was ciassified Toxiclty Category V. No further data are required for this
yuidetine for the use of AF36 on cotton in AZ and TX,

SB:7311C.056222003:7033088097.:008456:71693R 8E5001
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b. Acute Pulmonary Toxicity/Pathogenicity (OPPTS Harmonized Guideline 885.3150;

MRIDs 45788101, 45798201, MRID 45739101}

No ciinical signs that were considered to be due to the fungal active ingredient were observed in the
test rats foilowing intratracheal instaiiation of A. flavus AF36. Ciearance from organs, examined post mortem,
demonstrated A. ffavus AF36 was not toxic, infective, or pathogenic to rats {BPPD Review - Aprii 02, 2003c].
The study is ACCEPTABLE. Cn the basis of this study and the nature of the inert ingredients present, the
pesticide was considered Toxicity Category lil for acute puimonary infectivity/toxicity effects. No further data
are required for this guideiine for the proposed use of AF36 on cotton in AZ and TX..

¢. Acute inhalation (OPPTS Guideline 152-32]

The inert, sterilized wheat seeds, comprising more than 99% of this pesticidal product, acts as a
matrix and nutrient source for the germinating AF36. Because colonized wheat seeds constitute more than
20% of the pesticide and contains non-respirable particles greater than t0 microns, an acute mammalian
inhalation study is not required. In addition, based on the resuits obtained through the acute pulmonary
toxicity/pathogenicity studies summarized immediately above, the Agency has determined that AF36, is
considered not toxic, infective, or pathogenic to the rat puimonary system.

d, Hypersensitivity incidents (OPPTS Guideiine 152-37; MRID 45739104)

No recorded or reported adverse hypersensitivity reaction to AF386 was reported by a slate councii or 6
companies during use for 3 or 6 years [MRID 45739104 BPPD Review - April 02, 2003d]. A hypersensitivity
study is not required, based on this report. However, to comply with the FIFRA requirements under Section
B{a)}(2}), you must report any incident of hypersensitivity associated with the use of this pesticide {o the Agency.

e. Data Waiver Requests: Health Effects
The foilowing Bata Waiver Requests for Heaith Effects were granted on the basis of justifiabie rationaies
submitted:

(i} Acute Dermal Toxicity/Pathogenicity (OPPTS 885.3100}

(ii] Primary Dermal Irritation (CPPTS 870.2500)

(ili} Primary eye irritation (OPPTS 870.2400)

{iv) Intravenous, Intracerebral, Intraperitoneal injection {OPPTS 885.3200]

(v] Hypersensitivity study (40 CFR 152-36}

(vi) Immune response (40 CFR 152-38}

Accentabie rationales, supporting these dala waiver requests, inciuded:

{a} no toxicitylinfectivity effects, and demonstrable clearance from organs examined post mortem as
demonstrated in the acute oral study [MRID 43972403: BPPD Review - Aprii 23, 1986},

(b} following orai and puimonary routes of exposure [BPPD Review - Aprii 23, 1996; BPPD Review - April 02,
2003b), the immune system is still intact and abie to process and ciear the active ingredient;

{c} hypersensitivity incidents were not reported from maximaliy exposed workers and researchers during the
research and experimental phases associated with the use of the active ingredient, A, flavus AF36 [BPPD
Review - Aprii 02, 2003d);

{d} non-occupational dermal and eye exposures, or exposures via any of the routes in (g){i} thru (vi} above,
are not iikely to be above background ieveis because (a} spray drift is not expected due {o the granuiar nature
of the pesticide, and (b) treatment of agricuitural sites, by aerial and ground appiication methods, without
cultivation, is not likely to increase these exposures beyond normaily occurring A. favus levels. Based on the
acceptable data waiver rationales, no further data are required for these guideiines for the proposed use of

AF36in AZ and TX,

It. Ecological Effects Data

The following data submissions were reviewed and found acceptable to the Agency for the proposed use of
AF36 on colton in AZ and TX: ‘
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a. Acute avian inhaiation infectivity/pathogenicity (OPPTS 885.4100; MRID 45798102)

No toxic effects were observed in the avian inhalation study, following intratracheal instiliation of AF36
in the bobwhite guail. No further data are required for this gmdelme for the proposed use of AF38 on cofton in
AZ and TX.

b. Toxicity/Pathogenicity - Honeybees (MRID 45738102: OPPTS 885.4380)

The exposure and potential hazard of AF36 colonized-wheat seed to foraging honey bees (Apis
melfifera L.) on blooming cotton was assessed for 30 days, following an aeriat apptication at iabei rates. On
the basis of this study, AF3& applied once at 10 ibs EP/acre is not considered hazardous to honey bees. No
further data are required for this guideline for the proposed use of AF36 on cotton in-AZ and TX..

c. Efficacy/Product Performance (MR!Ds 45307201, 45307202 OPPTS 885.5000)

Resutts of muiltiple year soil and air popuiation monitering studies indicate that the number of A. ﬂavus
conidia increase within a few days of appiication as is expected of the germinating microbiat pesticide. The
resuits aiso suggest that AF36 appiications do not significantty increase the overali quantity of Aspergilius
flavus at cotton crop maturity, nor in the soil one year after appiication. These data are acceptable for product
performance of AF38 for the proposed uses on cotton in Arizona {(AZ). Further data, to confirm the bridging of
data from AZ to Texas (TX) are required to demonstrate product performance in TX.

d. Data Waiver Requests: Ecological Effects
The foltowing Data Waiver Requests for Ecologicai Effects were granted on the basis of justifiable rationales
submitted to the Agency:

(1) Acute avian oral toxicity/pathogenicity (Guidetine 154 A-16, OPPTS 885.4050)

The data requirement was waived based on no toxic effects observed in the avian inhalation study as
noted above. No further data are required for this guideline for the proposed use of AF36.
(i) Freshwater Fish toxicity/pathogenicity {OPPTS 885.4240)
(iif) Estuarine and Marine Animatl testing (OPPTS 885,4280)
(iv) Freshwater Aquatic tnvertebrate Toxicity/Pathogenicity (OPPTS 885.4240)
(v) Non-target Ptant (OPPTS 885.4300)
{vi) Non-target insect (OPPTS 885.4340)
Data requirements for the ecological guidelines listed in 1-5 were also waived on rationaies of
exposure of non-target organisms not being above current background tevels of A. flavus strains,

tit. Conditions of Registration

On the basis of the evaluations above, the active ingredient Aspergitius flavus AF36 Is eligibie for a
conditional Section 3{c)7(C) registration for us on cotton in AZ and TX. You must commit in writing to provide
the foliowing data within the time frames shown below as conditions of registration:

1. Guidetines 15110 through 151-16 (OPPTS Gdin 885.1300): Product identity

Analysis of 5 batches is required at production and must include data relevant to certification of iimits,
detection, identification, enumeration and rejection limits of metabolites and potential human pathogens
{hacterial and fungat} using routine quality control and assurance methods to be impiemented for targe scale
production. Batch anaiysis must also in¢lude viability and storage stability data. Alt batches containing human
pathogens above reguiatory levels must be destroyed. A confirmatory method, other than Vegetative
Compatibility Group analysis, is required to confirm identity of the active ingredient, Aspergiflus flavus AF38.
Data to remove this condition of registration must be submitted within 2.5 years of the conditionai registration,
if at any time the formulation, manufacturing process or quaility controi methods change, you must submit
appropriate relevant data to amend the conditional registration of this microbial active ingredient.

2. Efficacy data are required from a large scale field trial in TX te confirm the bridging of data from

Arizona to Texas and to demonstrate that Aspergiflus flavus AF36 reduces aflatoxin- producmg strains of
Aspergiius flavus
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A table to clarify these data requirements is enclosed and witl be included in the Biopesticide
Registration Action Document. The “Notice of Registration™ will be issued when you have agreed in writing to
the conditions stated in this letter and provide the appropriate final draft label for stamping. Further data may
be required for different formulations and application methods and other use sites, on a case by case basis, if

such amendments ensue during this conditional registration. This letter does not constitute registration, and
. the product may not be lawfully marketed until it is registered.

If you have any questions, do not hesitate to call Shanaz Bacchus at 703-308-8097.

Sinserely, ,
//?M

Dennis Szuhay, Acfing Chief
Microbial and Plant Incorporatéd Pesticides Branch
Biopesticides and Pollution

Prevention Division

encl,
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Data required as a condition of Registration of Aspergiilus flavus AF36

Guidetine

885.1300
t51B-12

*885.1400
151B-13

*885.1500
151B-15

MNon-
guideline:
required for
_pubiic health
hazard

Titte of Study

Discussion of Formation

of Unintentionai *
Ingredients

Analysis of Samples

Certification of timits

Efficacy/Product
Performance

Data required

Formation of unintentional
ingredients, human pathogen
and metabolite identification and
quantification (inciuding aflatoxin
quantification).

5 batch analysis to include
viability and storage stabitity

data.

Standard data requirement for
production batches.

Efficacy/Product Performance
data to demonstrate the
reduction of toxigenic strains by
A. flavus AF36 in Texas.

Date due

During production of
5 batches or 2.5
years after
conditional
registration date.

During production of
5 batches or 2.5
years after
conditionai
registration date.

During production of
5 batches or 2 years
after conditionai
registration date.

2.5 years after
conditionai
registration date.
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Attached You Wil Find an Updated Index for Your Docket

Ll)oclwt # (j?//zcy%ﬁ/gﬁﬁ/g Date Index Seat: AP~ 3 7003 %

TO YIEW THE CONTENTS OF YOUR DOCKET and DOWNLOAD ANY COMMENTS
RECEIVED, LOG ONTO EDOCKET AT: intranei epa.gov/edocket,
Do a “Quick Search® for docket ~5)/g»'y%§273125'6(/g
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CPP-2003-0048 Docket Index

http/smoky.ripne.epo.gov/RightSite/dk_p...cket_collection& ACL=cdf&cld=0PP-2003-0048

OPP-2003-0048 Docket Index

Legacy ldentifier; CPP-2003-0020
Title: Pesticide Product; Registration Application

Displaying 1- 13 of 13 Documents Found

Document tD Date

Type

OPP-2003-0048-0001 03-12-2003 Federal Register
OPP-2003-0048-0002 05-26-1999 Support-Background

OPP.2003-0048-0003 05-23-2001 Support-Background

OPP-2003-0048-0004 07-17-2002 Support-Background

Title

Pesticide Product; Registration Application
Aspergillus Flavus Af36; Pesticide Tolerance
Exemption

Aspergillus Flavus Af36; Extension of Temporary
Exemption from the Reguirement of a Tolerance
Aspergillus Flavus Af36;, Amendment, Temporary
Exemption from the Reguirement of a Tolerance
Aspergillus Flavus AF36 ai#006456 Pending

’ OPP-2003-0048-00056 12.23-2002 Support-Background Section 3 Registration Number 71693-R, Petition

OPP-2003-0048-0006 02-14-2003 Support-Background

OPP-2003-0048-0007 03-26-2003 Public Comment
OPP-2003-0048-0008 03-26-2003 Public Comment
OPP-2003-0048-0008 03-27-2003 Public Comment
éPP-2003-0048-0010 04-04-2003 Public Comment

OPP-2003-0048-0011 04-08-2003 Public Comment
OPP-2003-0048-0012 03-21-2003 Public Comment

OPP-2003-0048-0013 03-20-2003 Public Comment

1of1

BE5001

Aspergillus flavus AF36; Notice of Filing a Pesticide
Petition to Establish an Exemption from a Tolerance
for a Certain Pesticide Microbial Agentin oron
Focd

Comments from the Chandler Ginning Co. Re:
Pesticide Product, Registration Application
Comments from the Farmer's Gin, Inc. Re:
Pesticide Product; Registration Application
Comments from the Anderson Clayton Corp. Re:
Pesticide Product; Registration Application
Camments from the Grower's Mohawk Gin, Inc. Re:
Pesticide Product; Registration Application
Comments from the Texas A&M University Re:
Pesticide Product; Registration Application
Comments from the Arizona Department of
Agriculture Re: Pesticide Product; Registration
Application

Comments from the National Cotton Council Re:
Pesticide Product; Registration Application
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Publie lnformation & Records Integrity Branch (7502C) March 7, 2003
Office of Pesticide Programs

Enviromental Pratection Agency

1200 Pennsyivania Ave., NW, Washington, DC 20460-000

Attention: Docket 11y #0PP-2-3-0020

To Whom It May Concern:

This letter is my written comment on the application for an exemption from a
tolerance and for registration of Aspergilhis flavus AF36 for the prevention ol aflatoxin
contamination of cottouseed in Arizona.

I am a cotton farmer and the president of Farmers Gin, lne. Historically, more
than 50 percent of the cottonsced produced at our gin has tested higher than 20 ppb of
aflatoxin. The majority of our 12,000 ton annual produetion goes to the dairy feed
market. 1 estimate our losses at more than $100,000 per year due to the higher levels,

High levels of aflatoxin are a serious problem in Arizona. The high levels
reduced the value of the secd and place the seller at risk legally if subsequent tests show
higher levels of contamination than that centified at the time of the sale. Several lawsuits
and statc regulatory administrative actions have occurred in recent years pitting dairymen
and regulators against sced brokers, gins and cotton farmers,

There are no products currently on the market that will reduce or prevent aflatoxin
contamination in any crop. There arc also no cultural practices or biological controls that
help reduce the levels.

The registration of Aspergillus flavus AF36 will be the first product available for
reducing aflatoxin contamination of cottonsced. This produet is needed by the industry in
Arizona and in Texas as well.

I am pleased to hear that the product is not a synthetic chemical, but a naturally
occurring strain of Aspergillus that does not produce aflatoxin and replaces the strains
that do.

| strongly support the registration of AIF36.

Sincerely, ') !
U.‘_‘)}\L} "N ;: -
5, D)
? / AN
I. Ronald Rayner e 510 s
dpgacy ::"/;3{.’\\3
President s B A ¢

Farmers Gin, Inc. b
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Public tnformation and Records Integrity Branch (PIRIB)} (7502C) R By
Office of Pesticide Programs (OPP)

Environmen{al Protection Agency,

$200 Pennsylvania Avenue NW

Washington DC 20460
Attention: Docket 1D Number OPP-2-3-0020
To Whom It May Concemrn:

The Anderson Clayton Corporation conducts extensive cottonseed ginning and sales operations in Arizona
where aflatoxin contamination has plagues growers for more than 30 years. This contamination has
resulted in lost revenue aud profit to Anderson Clayton, its raw material suppliers {cotton producers} and
cottonseed feeders (prirnarily dairies) and cottonseed products consumers {again, prirrarily dairy, but other
feed consumers as well}.

The extraordinary fluctuations of aflatoxin contamination have resulted in losses for Arizona cotton
producers in the millions of dollars.

1t is our experience that no products are approved or even currently exist for treatment of any crop ©
prevent aflatoxin contamination in the field. Aspergillus flavus AF36, a biclegical control using no
synthetic chemicals, is the first product available for reducing such contaminatien in cottonseed.

As a company that has directly and indirectly been affected by afatoxin contamination of cottonseed, we
have long tracked and supported the USDA ARS werk conducted by Dr. Peter Cotty on aflatoxin in
cottonseed and other agricultural commodities. Having seen first hand the negative financial exposure and
impact aflatoxin contamination can have on our customers as well as our company, we strongly urge
registration of Aspergillus flavus AF36 on cotton in Arizona and Texas.

Sincerely,

e
Jeffery 1. Ballentine
V. P. Arizona Operations
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\Texas Agricultural Experiment Station
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THE TEXAS A&M UNIVERSITY SYSTEM Agricultural Research and Extetision-Cettier at Corpus Christi

10345 Agnes St.

Corpus Christi, TX 78406-1412

Phone: 361/265-9201 Fax: 361/265-9434
Web: httpi//ccag.tamuedu

Public Information and Records Integrity Branch

Office of Pesticide Programs oy TR
Environmental Protection Agency

1200 Pennsylvania Ave., N.W. . e
Washington, D.C. 204600-000 Fosfmed 313767

Aftention: Bocket {D Number OPP-2003-0020

This letter is in support of the application for Establishment of an Exemption from a
Tolerance for the Microbial Pesticide Aspergillus flavus AF36 under Docket 1D Number
OPP-2003-0020. My comments relate to the registration of Aspergillus flavus AF36 as a
microbial pesticide for the management of aflatoxin contamination in cottonseed.

We have serious problems with aflatoxin contamination of cottonseed in the gulf coast
region of Texas causing millions of dollars in losses annually from sales and uses of
cottonseed products in ruminant animal feeding. Serious problems also occur in
cottonseed in other parts of Texas and in Arizona. Currently there are no alternatives to
Aspergillus flavus for preventing aflatoxin contamination in cottonseed. Since there are no
products currently available for preventing aflatoxin contamination in cottonseed or on any
other crop, Aspergillus flavus AF36 is a product needed by the cotton industry in Texas and
Arizona. We hope to have the opportunity to use Aspergillus flavus AF36 in developing
effective control mechanisms to prevent aflatoxin contamination in cotton crops for our
producers, the single most economically important crop produced in the lower gulf coast
of Texas.

Thank you for consideration of this request.

Sincerely,

K. 3 |

Bobby R. Eddleman, Ph.D.

Resident Director of Research

Texas Agricultural Experiment Station
Texas A&M University Agricultural
Research & Extension Center

10345 Agnes St,

Corpus Christi, TX. 78406

March 3, 2003 g

A Member of The Texas A&M Unlversity System and irs Statewlde Agriculiure Pragram

193




A

x

Texas Cooperative {j"’/'%ﬁ — (B0 T 003@

EXTENSION

The Texas A&M University System

348 Soil and Crop Scicnces * College Station, Texas 77843-2474 « (979) 845-2425 « FAX (979) 845-0604

[ Bilataly]
A0S

March 7, 2003 DR A S,

fodrrod. B//6%

Public Information and Records Integrity Branch (7502C)
Office of Pesticide Programs

Environmental Protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460-000

- RE: Docket ID Number OPP-2003-0020

This letter provides my support for establishment of an exemption from a tolerance for the microbial
pesticide Aspergillus flavus AF36. AF36 is the first and only biological control method for
eliminating aflatoxin contamination from cottonseed, and I strongly support the exernption.

Texas annually harvests between four and five million bales of cotton. Due to environmental
conditions, several production regions face perennial problems from aflatoxin contamtnated
cottonseed. These regions include central Texas (Blackland Prairie and Bottomlands) which
produces about 230,000 bales, the south Texas region (Upper Gulf Coast and Coastal Bend) which
generates over 700,000 bales, and the Rio Grande Valley area which generates over 200,000 bales.
Together these areas support the production of over 1.1 million bales.

According to information provided by the "Office of the State Chemist”, cottonseed from these three
regions will generally test positive for aflatoxin, and between L5 to 80% of the cottonseed will
exceed 20 ppb.  As an example, in 1997 and 1998 over 80% of the cottonseed from these regions
tested greater than 20 ppb, and in 2001 less than 15% exceeded 20 ppb. When aflatoxin levels in
cottonseed exceed the 20 ppb limit, the value of the seed is severely discounted (in most cases by
greater than 50%), translating into several million dollars lost to producers and the cottonseed
industry. Moreover, due to extremely low prices for cotton lint in current and near-future markéts,
any discounts in cottonseed value further reduces profitability at the farm level.

Presently, there are no known means of reducing/eliminating aflatoxin contamination on any crop.
The use of atoxigenic strains of Aspergilius flavus have proven to be very effective in combating
aflatoxin problems in Arizona. Considerable cumulative acres have been treated in Arizona with

Agricullure and Nalural Resources + Family and Consumer Sciences + 4-H and Youlh Development » Communily Development

L

Extension programs serve people of all ages regardless of socioeconomic level, race, color, sex, religion, disability, or national origin,

The Texas A& University System, U.5. Depariment of Agriculwre, and the County Commissioners Courts of Texas Cooperaling

A member of The Texas A&M University Systerm and its stalewide Agricullure Program 194
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no reported adverse effects. Multi-year air sampling studies have demonstrated that the atoxigenic
strain AF36 has displaced the aflatoxin producing strains with no increase in total fungus in the
environment.

Recant research conducted in the Coastal Bend region of Texas in 2000, 2001 and 2002 with the
AF36 strain has also been very successful. However, these studies were limited to small acreages.
Consequently, it is critical to the future success of the project to expand this effort and to establish
a permanent exemption from tolarance for residuss of Aspergilius flavus AF36.

Based on previous research in Arizong and Texas, and the success of the zrea-wide program in
Arizona, the granting of this permanent exemption for AF36 will serve as 1 major step in raducing
aflatoxin problems in Texas cottonseed. I strongly support the exemption for AF36 and urge the
EPA to grant its approval. :

Respectfully,

B

Robert G. Lemon

Associate Professor

and Extension Agronomist — Coiton
Department of Soil and Crop Sciznces
Texas A&M University -
College Station, Texas 77843-2474
r-lemon@tanw.eduy

ce: Dr. Travis Miiler
Dr. Mark Hussey
Dr. Peter Cotty
Dr. James Supak
Mr. Jeff Nunley

oA,




“Jeff Nunley

P.O. Box 4881 @ Victria, Texas 77903-4881 @ Telephone: (361) 375-0631 e Fax: (361) 572-0960

March 13, 2003

Public Infonmation and Records Integrity Branch (PIRIB)
Information Resources and Services Division (7502C)

Office of Pesticide Programs R IR Vv
U.S. Environmental Protection Agency '
1200 Pennsylvania Ave., NW Pedved 3/8m3

Washington, DC 20460-0001

RE: Decket ID Number OPP-2003-0020

South Texas Cotton and Grain Association submits theése comments to strongly support the
application for Establishment of an Exemption from a Tolerance for the Microbial Pesticide
Aspergillus flavus AF36. '

South Texas Cotton and Grain Association is a trade association representing producer members
who farm cotton and grain crops in the 33 counties in the Coastal Bend of South Texas. Cotton
1s a primary crop for our producers and cottonseed is a valuable byproduct of cotton production.

Aflatoxin is a perennial problem for farmers in South Texas and contamination of cottonseed
costs producers millions of dollars each year in lost of value. Work done in Arizona has shown
that applying atoxigenic strain AF36, which occurs naturally in fields, is effective in reducing the
amount of aflatoxin in cottonseed by displacing toxin producing strains (especially the S-strain
of Aspergillus flavus) without increasing the total amount of fungus in the environment.

Texas is similar to Arizona in that the atoxigenic strain AF36 occurs naturally in South Texas
fields. Texas is also simjlar to Arizona in that the S-strain of Aspergillus flavus is the primary
cause of aflatoxin contamination in cottonseed. Experiments in Texas using very small test plots
have shown that applying Aspergillus flavus AF36 is effective in reducing the level of the S-
strain.

Presently, there are no altemative methods available to producers to reduce aflatoxin producing
fungi in cotton fields. Based on the success of an area-wide program in Arizona, as well as
results from experiments in South Texas, the granting of this permanent exemption for AF36 will
provide a means for Texas cotton producers to reduce their economic losses from aflatoxin
contamination of cottonseed. Our association strongly supports the establishment of an
exemption for AF36 and urges the EPA to grant its approval.

Sincgrelyy,

Executive Director

W/
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Arizona Cotton
Growers Association

March 10, 2003

Public Information and Records Integrity Branch {PIRIB) (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency

1200 Pennsylvania Avenue, NW

Washington, D.C. 20460

Re: Application for Establishment of an Exemption from a Tolerance for the Microbial Pesticide
Aspergillus Flavus AF36 and registration of Aspergifius flavus AF36

Docket Number ID#OPP-2003-0020
To Whom It May Concern: -

The Arizona Cotton Growers Association (ACGA) supports the application for full registration of
Aspergilius flavus AF36 for use in Arizona and Texas. The Association has been deeply involved in
the development and implementation of the technology on Arizona cotton since 1996, During this
time the Association has observed the biological and economic benefits of AF36 treatments.
Additionally, the Association has received no reports of adverse effects either from its grower
community or the public at large under extensive experimental use conditions.

Full-scale utilization of AF36 in both Texas and Arizona is very important to the
reduction/elimination of aflatoxin contamination of cotton in these states, where significant
economic josses to cotton farming have been reported since the 1960's. This research using non-
toxic strains of Aspergiflus favusto displace aflatoxin-producing strains also has great potential for
other crops such as corn and peanuts and is the only control mechanism of its kind nationwide.

The Arizona Cotton Growers Aésociaﬂon urges EPA to grant full registration for Aspergiffus favus
AF36 for use on commercial cotton fields in Arizona and Texas. If there are guestions please
contact me at (602) 437-:1344.

Sincerely, =~

Clyde Sharp’
President;

4139 E. Broadway / Phoenix, Arizona 85040 / {602) 437-1344
FAX {602) 437-540+1
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Arizona Department of Agriculture
1688 West Adams
Phoenix, Arizona 85007
Phone: (602) 542-0954 Fax: (602) 542-0466

March 14, 2003

Public Information and Records Integrity Branch
Office of Pesticide Programs

U. 8. Envirominental Protection Agency (7502C)
1200 Pennsyivania Avenue, NW
Washington, DC  20460-0001

ATTENTION: OPP-2003.0020

The purpose of this letter is to support the exemption from a tolerance and registration of Aspergilius
Slavus AF 36 for usc on colton to reduce populations of other strains of this fungus that produce aflatoxin.
Aflatoxin contamination is a chronic problem in cotton grown in our low desert areas. We as a state
agency need to administer a comnprehensive monitoring program to protect animal feeds from
contamination with this substance. While the contamination can be the result of post harvest handling of
cottonseed, much of our aflatoxin problem can be traced to preharvest origins.

We feel that use of strain AF 36 as outlined in the experimental use permit 69224-EUP-1 significantly
reduces the levels of aflatoxin present at harvest. Once introduced into an area, AF 36 maintains itself over
several years, making reapplication unnecessary. This reduces grower costs, a timely bonus given tlie low
prices currently paid for even premium quality cotton. This same atiribute of AF 36 makes it unlikely to
attract the interest of commerciat pesticide producers since a single treatment remains effective over so
long a time peried, limiting potential sales demand. Availability of AF 36 along with other highty sclective
and effective pest control options such as genetically engineered cotton and insect growth regulators will
enable our growers to produce superior quatity cotton utilizing historically low volumes of pesticide.

Sincerely yours,
Edwin W, Minch
Edwin W. Minch

Environmental Specialist
ed. minchi@agric.state.az.us
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Public Information and Records Integrity Branch {(PIRIB) March 14, 2003
Information Resources and Services Division (7502C)

Office of Pesticide Programs (OPP)

Environmental protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460-0001

opp-dockel@epa.gov
Attention: Docket ID Number OPP-2003-0020

Re: Docket ID Number QPP-2003-0020; Comments on Aspergillus flavus AF-36
Notice of Filing a Pesticide Petition to Establish an Exemption from a Tolerance for a
Pesticide Microbial Agent in or on Food (68 FR 7554; 2-14-03)

Dear Madam or Sir:

The National Cotton Council (NCC) supports this pesticide petition from IR-4 {on behalf
of The Arizona Cotton Research and Protection Council, Phoenix, AZ) proposing to
amend 40 CFR 180.1206 by establishing an amendment/expansion of an existing tolerance
exemption for the non-aflatoxin-producing microbial pesticide Aspergillus flavus AF 36 in
or on the food and feed commodity cotton and its by-products. NCC is the central trade
association of the U.S. cotton industry, representing producers, ginners, oilseed crushers,
merchants, cooperatives, warehouses, and textile manufacturers in 18 states. On average,
NCC members produce and gin over 17 million bales of cotton and NCC coftonseed
members handle over 6.5 million tons of cottonseed for oilseed processing and dairy
feeding.

Full Section 3 registration for A. flavus AF-36 in both AZ and TX is very important to the
economics of cotton production and reduction of toxigenic Aspergillus flavus and
aflatoxin contamination of cottonseed in AZ and South TX, There are no other
management techniques available that control toxigenic 4. flavus contamination of cotton
prior to harvesting, Post-harvest treatments (e.g., ammoniation) are not economical and
have not obtained full regulatory approval from the U.S. Food and Drug Administration
(FDA). This research using atoxigenic strains of 4. flavus to displace aflatoxin-producing
strains of 4, flavus represents a scientifically valid biocontrol approach for reducing
toxigenic A. flavus and aflatoxin contamination and also has great potential for other crops
(e.g., corn, peanuts, pistachios, almonds, walnuts, and figs), This fungal material is already
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part of the naturally occurring microflora in the fields in AZ and South Texas and does
not increase the amount of 4. flavus in the field, so there are no unanticipated
environmental affects.

Aflatoxin contamination of cottonseed causes significant economic losses (at least
$50/acre) to cotton producers, ginners, brokers, and oil mills in AZ and TX by reducing
the value of this commodity (see J. Robens The Cost of Mycotoxin Management (o the
USA: Management of Aflatoxins in the United States, paper presented at Annual Meeting
Am, Pytopath. Soc. Aug. 2001). Contamination of cottonseed and cottonseed meal
severely restricts its use in feeding. If feed to dairy cattle, the aflatoxin can be metabolized
and passed into the milk making the milk an adultrated product, according to the FDA.

NCC urges EPA to grant this petition to amend 40 CFR 180.1206 by establishing an
amendment/expansion of an existing tolerance exemption for the non-aflatoxin-producing
microbial pesticide Aspergillus flavus AF 36 in or on the food and feed commedity cotton
and its by-products . This exemption from tolerance should be granted for use on
commercial cotton fields in AZ and TX as soon as possible, so that this valuable research
can be used on this year, If there are questions please contact me at 202-745-7805 or by e-

malil at pwakelyn@cotton.ore.

p/wm

Phillip J. Wakelyn, Ph.D.
Senior Scientist, Environmental Health and Safety
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Comments Related to the Registration of Aspergillus flavus AF36as a v I ﬂ )
Microbial Pesticide for the Management of Aflatoxin Contamination: 7/
Docket 10 # OPP-2003-0020

a1 2003
Research: fod ke 270005

The harmful affects of Aspergillus fiavus {Aflatoxin) date back to the 1860's whien
it was termed the “Turkey X Disease” due to the fact that it killed more than
100,000 young turkeys in England. Today, Humans are exposed to aflatoxins by
consuming foods contaminated with products of fungal growth. Such exposure is
difficult to avoid because fungal growth in foods is not easy to prevent. Even
though heavily contaminated food supplies are not permitted in the market place
in developed countries, there are still concerns for the possible adverse effects
resulting from long-term exposure to low levels of aflatoxins in the food supply.

Evidence of acute afiatoxicosis in humans has been reported from many parts of
the world. The syndrome is characterized by vomiting, abdominal pain,

pulmonary edema, convulsions, coma, and death with cerebral edema and fatty
involvement of the liver, kidneys, and heart. Conditions increasing the likelihcod
of acute aflatoxicosis in humans include limited availability of food, environmental
conditions that favor fungal development in crops and commodities, and the lack
of regulatory systems for aflatoxin monitoring and control. '

Aflatoxing are detected occasionally in milk, cheese, com, peanuts, cottonseed,
nuts, almonds, figs, spices, and a variety of other foods and feeds. Milk, eggs,
and meat products are sometimes contaminated because of the animal
consumption of aflatoxin-contaminated feed. However, the commodities with the
highest risk of aflatoxin contamination are corn, peanuts, and cottonseed. Com is
probably the commodity of greatest worldwide concern, because it is grown in
climates that are likely to have perennial contamination with afiatoxins and corn
is the staple food of many countries.

Although aflatoxins are stable to moderately stable in most food processes, they
are unstable in processes such as those used in making tortillas that employ
alkaline conditions or oxidizing steps. Aflatoxin-contaminated corn and
cottonseed meal in dairy rations have resulted in afiatoxin M1 contaminated milk
and milk products; including non-fat dry milk, cheése, and yogurt (Cornell
University - Aflatoxins: Occurrence and Health stks) ' :




Personal View:

According to this information, there should be no reason why the EPA would not
grant the registration of the atoxigenic strain Aspergillus flavus AF 36. Research
clearly shows that aflatoxins are highly toxic for humans and animals. Aflatoxin
intoxicates our bodies through respiration and consumption. If we have the ability
to control this toxic fungus from its growth, than why not control it.

Aflatoxin has impacted our farm on a very large scale. Over the past several

. years, we have lost several hundred thousand dollars due to the infestation of
aflatoxin on our corn and cotton seed. In many cases, we have had to destroy
our entire corn and popcorn crop because of high levels of afiatoxin. Aflatoxin
also has a huge impact on the price of cottonseed. With just a trace amount of
aflatoxin detected, our cottonseed can not be sold to feedlots for animal
consumption.

Aflatoxin has had a tremendous impact on Agriculture as a whole. In the future,
aflatoxin will continue to have a negative affect on U.S. Agriculture as long as we
allow this toxin to grow uncontrollably.

Sam Sparks
SRS Farms
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March 13, 2003 b Dnd 311503

Public Information and Records Integrity Branch (PIRIB) (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency,

1200 Pennsylvania Ave., NW. Washington, DC 20460-000
Attention: Docket ID Number OPP-2-3-0020

To Whom It May Concern:
The purpose of this letter is to voice our full support for the Section 3 registration of
Aspergi!lus flavus AF36 {an atoxigenic strain) for the suppression of aflatoxin in
cottonseed from Arizona and Texas.
Yuco Gin orchestrated the application of AF36 on a large block of our members cotton in
Yuma, Arizona in 2002. Following harvest we ginned and sold 2300 tons of clean seed
(< 20 ppb aflatoxin} as opposed to 900 tons the previous season, before the organized use
of AF36. This resulted in a significant increase in our profit margin.
Yuco Gin operates in an area where historically high levels of aflatoxin have been the
rule rather than the exception. Atoxigenic strain technology offers us an opportunity to
return to profitability with increased returns of up to $40 per ton of cottonseed.
AF36 technology is an environmentally benign approach to aflatoxin control.
We therefore strongly support full registration of AF36 for both Arizona and Texas.
Sincerely,

/W

Ronald C. Stanz
Vice President/General Manager

203/5/
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Public Information and Records Integrity Branch(PIRIB} (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency, T oone
1200 Pennsylvania Ave., NW, Washington, DC 20460-000 .
Attention: docket ID Number QPP-2-3-0020 fﬂzﬁlrmdv 3/ 12403

To Whom It May Concern:

This letter is written in support of the above referenced application for the registration for
the use of Aspergillus flavus AF36 designed to reduce Aflatoxin contamination of
cottonseed.

Present indications reveal that these economic losses can be dramatically reduced,
through the use of this biclogical control method, which does not require the use of
synthetic chemicals thereby rendering this method highly environmentally suitable,

Until recently, there has been no technology available for the prevention of Aftatoxin
contamination in cottonseed grown on approximately 300,000 acres of cotton in Arizona,
The establishment of atoxigenic strain technology (AF36) has already proven to be.
successful in cotton and could be readily adapted to other agricultural crops such as
peanuts and comn, thereby enabling this method to have a greater beneficial economic
impact on American agriculture.

At the local level Growers Mohawk Gin has witnessed and increase in clean seed
production (less than 20 ppb Aflatoxin) from approximately 20% (before the use of
AF36) to 60% in 2002 following widespread utilization of AF36,

For the reasons listed above we strongly recommend a timely approval of the registration
process, which would allow Aspergillus flavus AF36 to be used commercially throughout
Arnzona and Texas.

Very truly yours,

bozd) B

Fred Richard
Manager
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Public Information and Records Integrity Branch (PIRIB) (7502C)
Office of Pesticide Programs (OPP)
Environmental Protection Agency
1200 Pennsylvania Ave., NW, Washington, DC 20460-000
Attention; Docket 1D Number OPP-2-3-0020

To Whom It May Concern:

The Arizona Cotton Growers Association wishes to go on record as voicing
strong support for an Exemption from Tolerance and for registration of Aspergillus
Sflavus AF36 for-aflatoxin control in Arizona and Texas.

For more than 3I0,years high levels of aflatoxin have put Arizona cottonseed at
a severe marketing disadvantage. Hundred of millions of dollars in lost revenue have
resulted.

The AF36 nontoxic strain technology developed and tested in Arizona is the
only method (apart from ammoniation of contaminated seed) which offers relief to
our growers. It is an environmentally safe technology which is needed in both
Arizona and Texas.

We therefore strongly recommend full registration of AF36 for use in Arizona
and Texas. : '

Sincerely,

a?éaﬁd\

Jimmy L. Gale
General Manager
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STUDY TYPE:Acute inhalation
Guideline 152-32

ACTIVE INGREDIENT: Aspergillus flavus AF-36
SYNONYMS: AF-36

REQUESTED BY: IR-4 Project, Rutgers University on behalf of the Arizona Cotton Research
and Protection Council

SUMMARY: An acute avian pulmonary toxicity test (MRID # 45798102) and acute pulmonary
rat studies (MRID # 45739101, 45798101, 45798201} were conducted without
infectivity/pathogenicity.

JUSTIFICATION:
A waiver is justified because there are no respirable particles in the inerts or End-use Product,
inoculated sterilized wheat seeds. Therefore, there is no need for an acute inhalation study. In

addition , there were no adverse affects in the either of the pulmonary studies

Also please refer to MRID Number and Title of Previously submitted Volumes

45798102 Rodgers, M. (2002} Toxicity/Pathogenicity to the Bobwhite Quail: Avian
Inhalation Test Tier 1: Aspergillus flavus AF36: Lab Project Number: UAR Q05:
UAR 005/022336; PR 528. Unpublished study prepared by Huntingdon Life
Sciences Ltd. 21 p. (OPPTS 885.4100}

45739101 Blanchard, E.; Carter, J. (2002} Aspergillus flavus AF36: Acute Pulmonary
Toxicity and Pathogenicity to the Rat: Interim Report: Lab Project Number:
UAR/Q06. Unpublished study prepared by Huntingdon Life Sciences, Ltd. 86 p.
{OPPTS 885.3150}

45798101 Blanchard, E. (2002) Aspergillus flavus AF36: Acute Pulmonary Toxicity and
Pathogenicity to the Rat: Lab Project Number: UAR/Q04: UAR004/014519/AC:
PR 52B. Unpublished study prepared by Huntingdon Life Sciences Ltd. 53 p.
{OPPTS 885.3150}

45788201 Blanchard, E. {2002) Aspergillus flavus AF36: Acute Pulmonary Toxicity and
Pathogenicity to the Rat: Lab Project Number: UAR/Q06: UAR 006/023279/AC.
Unpublished study prepared by Huntingdon Life Sciences Ltd. 61 p, {OPPTS
885.3150}

43972403 Shelton, L. {1896) Acute Oral Toxicity Study in Rats:(Aspergillus flavus

AF38):Final Report: L.ab Project NumberM86AG84.6G31: Unpublished
Study prepared by Microbiclogical Associates, Inc. 59 p.
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No evidence of adverse effects: Literature from databases arc included in the cited volumes.
While toxigenic strains produce aflatoxin , AF-36 displaces the toxigenic strain, thereby reducing
their presence in soil and plant debris and for potential exposire to man.

References Cited: See volumes mentioned by MRI1D number.

STUDY TYPE; Hypersensitivity study
Guideline 152-36

ACTIVE INGREDIENT: Aspergillus flavus AF-36

SYNONYMS: AF-36

REQUESTED BY: IR-4 Project, Rutgers University on behalf of the Arizona Cotton Research
and Protection Council

SUMMARY: The IR-4 Project is submitting a justification for a data waiver on behalf of the
Arizona Cotton Research and Protection Council from hypersensitivity studies (Guideline 152-
36). The waiver request 1s based on the rationale that the active ingredient is a naturally-
occurring soil and plant colonizer, and that label language adequately protects from potential
exposure and that actual field use under an EUP resulted in no reports of adverse effects. There
have been no hypersensitivity incidents observed in maximally exposed researchers, handlers
during the experimental phases in lab or field. Also no non-occupational exposure above
background levels expected based on agricultural use and for all those other reasons listed below.

There is already ubiquitous exposure to this naturally occurring organism.

The proposed uses of AF-36 on cotton is not expected to result in adverse effects . Therefore,
testing is not considered necessary to assess the risks of AF-36. The 1R-4 Project, Rutgers
University on behalf of the Arizona Cotton Research and Protection Council requests a waiver of
hypersensitivity testing.

WAIVER REQUEST JUSTIFICATION:
The waiver request is based on the following rationales:

1. A flavus AF36 has been worked with at the Southern Regional Research Center for over 10
years and in coimmercial fields {1996 to present) and in hand picked field plots {1989 to 1994}
without report of any advevse health effects.

2. The use pattem of this product does not include uses on foods for direct human consuniption
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3. An acute oral test was performed without any clinical signs or abnormalities. Refer to MRID
number 43972403

4 An acute avian pulmonary toxicity test (MRID # 45798102} and acute pulmonary rat shidies
(MRID # 45739101, 45798101, 45798201) were conducted without mfectivity/pathogenicity.

5. The label will require applicators and other handlers to wear personal protective equipment
such as waterproof gloves, a dust/mist filtering respirator with the appropriate NIOSH approval
prefix N-95, P-95, or R-95, coveralls, long sleeved shirt and long pants, and shoes phs socks so
exposure should not be a problem. '

6. Applications will involve ariel application by mixers/handlers who are licensed and trained to
even handle restricted materials.

7. At the 10 Ib/acre application rate of the formulated material, the total amount of active
" ingredient is less than 0.01 Ib/acre.

8. Since the product is applied as a granular formulation on wheat, exposure from drift will be
mimmal.

9. Aspergillus flavus isolate AF36 is a naturally occurming strain of A. flavus. Documentation
regarding the taxonomic position of that strain is presented in MRID No. 43763401, Therefore,
man has been continually exposed to this organism due its natural occurrence in the environment,

10. Aspergillus flavus isolate AF36, a saprophytic fungus, is a nornial constituent of the
microflora hvair and soil , and is found on living and dead plant material throughout the

world. Aspergillus flavus is particularly prominent in hot, dry climates supplemented with
ircigation and is a ubiquitous component of the natural Arizona desert ecosystem.

Quantities of A. flavus-increase during crop production. A. flavus occurs widely on crop

debris left in the soil, Refer to MRID No, 43763403, 45307201 and 43307202, Therefore, man
has been continually exposed to this organism due its natural occurrence in the environment and
as part of crop production. :

11. Hot dessert valleys of Arizona have the reputation of being the U.S. area with conditions
most conductive to A. flavuis, The result is perennially high levels of A. flavus on the
commercial cottonseed crop. Aspergillus flavus isolate AF36 is already presenton a

broad segment of the U.S. cotton seed crop including Arizona and Texas and is a

prominent part of the natural A, flavus communty . Refer to MRID No. 43763403, .
45307201 and 45307202. Thereforg, man has been continually exposed to this organism due its
natural occurrence in the environment and as part of crop production.

12, Application of A. flavus AF36 does not increase the quantity of A. flavus either on the
crop at maturity or in the soil one year after application. Refer to MRID No. 45307201 and
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45307202,

13. The amount of A, flavus being added to the soil (10 1b of wheat seed containing 3,000

cfu/gram) is small in comparison lo the amount of crop debris normally containing A.
flavus that is added to the soil which includes cotton foliage, stalks, unharvested
cottonseed(i.e. bolls that are missed during harvest and splillage, and gin trash which is
often added back to the field and incorporated as organic malter.

[4. A. flavus occurs widely on a wide range of crops including corn, wheat, rice, barley,
. peanuts, tree nuts, oilsceds and cottonseed. A. flavus is also common in livestock and
~ poultry feed. Refer to MRID No, 43763403, Therefore, man has been continually exposed to this
organism due its natural occurrence in the environment and as part of crop production.

Also please refer to MRID Number and Title of Previously submitted Volumes

45739104  Antilla, L. ; Cotty. P. ; Braverman, M. (2002) Aspergillus flavus Isolate AF36:
Hypersensitivity Incidents: Lab Project Number 52B . Unpublished Study prepared
by Arizona Cotton Research and Protection Council, Southern Regional Research
Center and Rutgers University. 18 p.

43972403 Shelton, L (1996) Acute Oral Toxicity Study in Rats:{Aspergillus flavus
AF36):Final Report: Lab Project Number:M96AG84.6G31: Unpublished Study
prepared by Microbiological Associates, Inc. 59 p.

45307201 Cotty, P. (2001) Aspergillus flavus fsolate AF36: Safety Information (Soil and
Air Monitoring of Populations of A. flavus)

43763403 Cotty, P., Hartman , C. (1995) Aspergillus flavus lsolate AF36: Safety Data in
Support of Petition Proposing a Temporary Exemption from the Requiorements
of Tolerance for Aspergillus flavus for use in Cotton Production

45307201  Cotty, P. (2001) Aspergillus flavus Isolate AF36: Safety Information (Soil and
Air Monitoring of Populations of A. flavus)

43763403 Cotty, P., Hartman , C. {1995) Aspergillus flavus isolate AF36: Safely Data in
Support of Petition Proposing a Temporary Exemption from the Requiorements
of Tolerance for Aspergillus flavus for use in Cotton Production

45798102 Rodgers, M. {2002) Toxicity/Pathogenicity to the Bobwhite Quail: Avian
Inhalation Test Tier 1: Aspergillus flavus AF36: Lab Project Number: UAR 005:
UAR 005/022336: PR 52B. Unpublished study prepared by Huntingdon Life
Sciences Ltd. 21 p. {OPPTS 885.4100}
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45738101 Blanchard, E.; Carter, J. (2002) Aspergillus flavus AF36; Acute Pulmonary
Texicity and Pathogenicity to the Rat: Interim Report: Lab Project Number:
UAR/006. Unpublished study prepared by Huntingdon Life Sciences, Lid. 86 p.
{GPPTS 885.3150) ' ‘

45788101 Blanchard, E. (2002} Aspergillus flavus AF36: Acute Pulmenary Texicity and
Pathogenicity to the Rat: Lab Project Number: UAR/004: UAR004/014519/AC:
PR 52B. Unpublished study prepared by Huntingden Life Sciences Ltd. 83 p.
{GPPTS 885.3150})

45798201 Blanchard, E. (2002} Aspergillus flavus AF36: Acute Pulmonary Texicity and
Pathogenicity to the Rat: Lab Project Number: UAR/008: UAR 006/023279/AC,
Unpublished study prepared by Huntingdon Life Sciences Ltd. 61 p. {OPPTS
885.3150}

No evidence of adverse effects: Literature from databases are included in the cited volumes,
While toxigenic strains produce aflatoxin , AF-36 displaces the toxigenic strain, thereby reducing

their presence in soil and plant debris and for potential exposure to man.

References Cited: See volumes mentioned by MRID number.

STUDY TYPE: Immune response
Guideline number 152-38.

ACTIVE INGREDIENT: Aspergillus flavus AF-36

SYNONYMS: AF-36

REQUESTED BY: [R-4 Project, Rutgers University on behalf of the Arizona Cotton Research
and Protection Council

SUMMARY: The IR-4 Project is submitting a justification for a data waiver on behalf of the
Arizona Cotton Research and Protection Council from immune response studies (152-38}. The
waiver request is based on the rationale that the active ingredient is a naturally-occurring soil and
plant colonizer, and that label language adequately protects from potential exposure and that
actual field use under an EUP resulted in no reports of adverse effects.

The proposed uses of AF-36 on cotton is not expected to result in adverse effects . Therefore,
testing is not considered necessary to assess the risks of AF-36 . The IR-4 Project, Rutgers
University on behalf of the Arizona Cotton Research and Protection Council requests a waiver of
immune response testing. )

Clearance was observed in both acute oral and pulmonary studies in all organs examined. At no
point in the study did any substantial increase in viable counts occur. There was alse no trend in
body temperature relating to any infective response.
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WAIVER REQUEST JUSTIFICATION:
The waiver request i1s based on the following rationales:

1. An acute oral test was performed without any clinical signs or abnormalities. Refer to MRID
number 43972403

2 An acute avian pulmonary toxicity test (MRID # 45798102) and acute pulmonary rat studies
{MRID # 45739101, 45798101, 45798201} were conducted without infectivity/pathogenicity.

3. The label will require applicators and other handlers to wear personal protective equipment
such as waterproof gloves, a dust/mist filtering respirator with the appropriate NIOSH approval
prefix N-95, P-95, or R-95, coveralls, long sleeved shirt and long pants, and shoes plus socks so
exposure should not be a problem.

4. Applications will involve ariel application by mixers/handlers who are. licensed and trained to
even handle restricted materials.

5. At the 10 Ib/acre application rate of the formulated material, the total amount of active
ingredient is less than 0.01 Ib/acre.

6. Since the product is applied as a granular formulation on wheat, exposure from drift will be
mirnmal.

7. Aspergillus flavus isolate AF36 is a naturally occnring strain of A, flavus. Documentation
regarding the taxonomic position of that strain is presented in MRID No. 43763401. Therefore,
man has been continually exposed to this organism due its natural occurrence in the environment.

8. Aspergillus flavus isolate AF36, a saprophytic fungus, is 2 normal constituent of the
microflora in air and soil , and is found on living and dead plant material throughout the

world. Aspergillus flavus is particularly prominent in hot, dry climates supplemented with
irrigation and is a ubiquitous component of the natural Arizona desert ecosysten.

Quantities of A. flavus increase during crop production. A. flavus occurs widely on crop

debris lefl in the soil. Refer to MRID No. 43763403, 45307201 and 45307202, Therefore, man
has been continually exposed to this organism due its natural occurrence in the environment and
as part of crop production.

9. Hot dessert valleys of Arizona have the reputation of being the U.S. area with conditions
most conductive to A. flavus. The result is perennially high levels of A. flavus on the
commercial cottonseed crop. Aspergillus flavns isolate AF36 1s alrcady presenton a

broad segment of the U.S. cotton seed erop including Arizona and Texas and is a

prominent part of the natural A. flavus community . Refer to MRID No, 43763403,

45307201 and 45307202. Therefore, man has been continvally exposed to this organisin dug its
natural occurrence in the environment and as part of crop production.
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10.  Application of A. flavus AF36 does not increase the quantity of A. flavus either on the
crop at maturity or in the soil one year after application. Refer to MRID No. 45307201 and
45307202,

1. The amount of A. flavus being added to the soil (10 Ib of wheat seed containing 3,000

cfu/gram) is small in comparison to the amount of crop debris normally containing A.
flavus that is added to the soil which inchides cotton foliage, stalks, unharvested
cottonseed(i.e. bolls that are missed during harvest and splillage, and gin trash which is
often added back to the field and incorporated as organic matter.

12, A. flavus occurs widely on a wide range of crops including corn, wheat, rice, barley,
peanuts, tree nuts, oilseeds and cortonseed. A. flavus is also common in livestock and

poultry feed. Refer to MRID No. 43763403, Therefore, man has been continually exposed to this
organism due its natural occurrence in the environment and as part of crop production.

13. A. flavus AF306 has been worked with at the Southern Regional Research Center for over 10
years and in commercial fields (1996 to present) and in hand picked field plots (1989 to 1994)
without report of any adverse health effects.

14. The use pattern of this product does not include uses on foods for direct human consumption

Also please refer to MRID Number and Title of Previously submitied Volumes

45739104  Antilla, L. ; Cofty. P. ; Braverman, M. (2002) Aspergillus flavus Isolate AF36:
Hypersensitivity Ingidents: Lab Project Number 52B . Unpublished Study prepared
by Arizona Cotton Research and Protection Council, Southern Regional Research
Center and Rutgers University. 18 p.

43972403  Shelton, L {1996) Acute Oral Toxicity Study in Rats:(Aspergilhis flavus
AF36):Final Report: Lab Project Number:M96AG84.6G31: Unpublished Study
prepared by Microbiological Associates, Inc. 39 p.

45307201 Cotty, P. (2001) Aspergillus flavus Isolate AF36: Safety Information (Soil and
Air Monitoring of Populations of A. flavus)

43763403 Cotty, P. , Hartman , C. {1995) Aspergillus flavus Isolate AF36: Saféty Data in
Support of Petition Proposing a Temporary Exemption from the Requiorements

of Tolerance for Aspergillus flavus for use in Cotton Production

45307201 Cotty, P. (2001) Aspergillus flavus Isolate AF36: Safety Information (Soil and
Air Monitoring of Populations of A. flavus)

43763403 Cotty, P. , Hartman , C. (1995) Aspergillus flavus Isolate AF36: Safety Data in
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Support of Petition Proposing a Temporary Exemption from the Requiorements
of Tolerance for Aspergillus flavus for use in Cotton Production

45798102 Rodgers, M. (2002) Toxicity/Pathogenicity to the Bobwhite Quail: Avian
Inhalation Test Tier 1: Aspergillus flavus AF38: Lab Project Number: UAR 005;
UAR 005/022336; PR 52B. Unpublished study prepared by Huntingdon Life
Sciences Ltd. 21 p. {OPPTS 885.4100}

45738101 Blanchard, E.; Carter, J. (2002} Aspergillus flavus AF36: Acute Pulmonary
Toxicity and Pathogenicity to the Rat: Interim Report: Lab Project Number:
UAR/008. Unpublished study prepared by Huntingdon Life Sciences, Ltd. 86 p.
{OPPTS 885.3150}

45798101 Blanchard, E. (2002} Aspergillus flavus AF36: Acute Pulmonary Toxicity and
Pathogenicity to the Rat: Lab Project Number: UAR/004: UAR0Q4/014519/AC:
PR 52B. Unpublished siudy prepared by Huntingdon Life Sciences Lid. 53 p.
{OPPTS 885.3150}

45798201 Blanchard, E. (2002} Aspergillus flavus AF38: Acute Pulmonary Toxicity and
Pathogenicity to the Rat: Lab Project Number: UAR/006: UAR (006/023279/AC.
Unpublished study prepared by Huntingdon Life Sciences Ltd. 61 p. {OPPTS
885.3150} _

No evidence of adverse effects: Literature from databases are mncluded in the cited volumes,
While toxigenic strains produce aflatoxin , AF-36 displaces the toxigenic strain, thereby reducing

their presence in soil and plant debris and for potential exposure to man.

References Cited: See volumes mentioned by MRID number.
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Spore suspensions in 0.5% Tween 80 were produced on colonized wheat
according to the manufacturing protocol.

Turbidity in NTUs (Nephelometric Turbidity Unit) was measured in 50% aqueous
ethanol in the same manner as during manufacture of the commercial Aspergillus
flavus AF38 product.

A 50 ml aliquot of suspension was placed in a tared 60 m! conical centrifuge tube’

and centrifuged at 3,000 X G at 25 C for 15 minutes.

The supernatant was discarded and the fresh weight of the pellet (composed of
fresh conidia) was determined.

The centrifuge tube was covered with filtering cloth (Miracloth} and placed in a
forced air oven at 48 C for 5 days. ' :

The mass of the pellet was measured and the weight of spores per NTU unit per
ml was calculated to be between 0.0024 mg and 0.0025 mg.

1,000 Ibs of dry wheat receives between 1,340,000 and 1,480,000 NTU X ml of
spores or from 3,216 mg spores to 3,700 mg spores. The target guantity of
spores to add is 3,552 mg per 1,000 Ib.

On a percent basis for 100 pounds, 0.355 g of AF36 spores in relation to
45,453.645 g of wheat [AF36 {0.355 g} + wheat (45453.645 g} = 45,454 grams or
100 pounds) is equivalent to 0.0008 % by weight AF36.
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* Pages 215-253 Claimed confidential by submitter*



Shanaz Bacchus March 7, 2003
Biopesticide and Pollution Prevention Division

Room 910

1921 Jefferson Davis Highway

Arlington, VA 22202

{703)308-8097

RE:  Aspereillus flavus AF-36 in or on Cotlonseed
EPA Reg# 71693-R
PP# 8ES001

Dear Shanaz:

The undersigned, Dr, Michael Braverman, Interregional Research Project No. 4, The
Technology Centre of New Jersey, 681 U.S. Highway #1 South, North Brunswick, New Jersey
08902-3390, of the IR-4 Project submit this petition pursuant to Section 408(e} of the Federal
Food, Drug and Cosmetic Act, as amended, with respect to the microbial pesticide, Aspergillus
flavus AF36 on behalf of the Arizona Cotton Research and Protection Council.

List of information Submitted

8570-1 Form
Data Waivers for Health Effects
Data Waivers for Environmental Effects

Research paper in preparation for Phytopathology by Garcia and Cotty
“Aflatoxin Contamination of Commercial Cottonseed in South Texas™*

Efficacy data for AF-36 Texas as a public interest document®
* Note: The Aflatoxin and efficacy data are scientific data supplied by Peter Cotty which are

intended for journal publication and should be considered Confidential Business Information until
the are actually published ‘
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In regard 1o your questions concerning the use of AF-36 in Texas in proximity 1o water and the
applicability of the waivers granted for Arizona to include Texas, the target for the product is cotton
fields. In both Texas and Arizona, cotton is grown in a monoculture. While the overall environment
outside of the fields may differ, cultural practices such as ditch and furrow irrigation make the cotton
field environments quite similar for AF-36. Because AF-36 is applied as a gramule the product should
not drift outside of the cotton field. As shown in the attached article “Aflatoxin Contamination of
Commercial Cotlonseed in South Texas™ there is a very high concentration of aflatoxin already
present in cotton fields in the Gulf Coast Region. More specifically, “two sub areas showed recurrent
high contamination which are immediately adjacent to the Gnlf”(page 11). Like Arizona, a delayed
harvest in Texas also results in icreased aflatoxin contamination{page 15). It was concluded that the
Gulf Coast areas of South Texas are areas that shouid have similar biological control programs to
those used in Arizona(Page 17-18) Aflatoxin production in this area is due to the presence of
Aspergillus flavus thal produce the toxin. Aspergillus flavus is present on the cotton debris left behind
in the field , cotton gin trash placed back on the field which totals about 10,000 pounds of plant debris
per acre. Aspecgillus flavus is also present in corn grown in the Texas Gulf Coast. The ubiquitos
nature of Aspergillus flavus in the region means that all organisms including fish and other aguatic
organisms are already exposed to Aspergillus flavus at quantities that vastly exceed the use of the
produect AF-36. The AF-36 strain is also already found in the soils and plant debris in Texas so there
15 not any new introduction of the organism. The purpose of applying the product AF-36 is not to
increase the amount of Aspergillus population. The purpose is to change the proportion of the
Aspergilhis community that is composed of the AF-36 strain of Aspergillus. By changing the
proportion of the Aspergilhis flavus that consists of the AF-36 strain, there is a decrease of the toxin
producing strains {such as the S strain). Therefore the use of the product AF-36 would not result in
any greater exposure of fish or any other aquatic organism to Aspergillus flavus, Tn addition since AF-
36 reduces aflatoxin production, the use of AF-36 should decrease the amount of aflatoxin exposure
lo fish and other aquatic organisms. '

Yours very truly,
Michael Braverman, Ph.D.

Interregional Research Project No. 4
Petitioner

Per

IR-4 Project Coordinator
1R-4 Project ,
Rutgers, The State Universitly of New Jersey
The Technology Centre of New Jersey
681 U.S. Highway #1 South
North Brunswick, NJ 08902-3390
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Interregional Research Project No. 4
Center for Minor Crop Pest Management

Shanaz Bacchus Dec 23, 2002
Biopesticides and Pollution Prevention Division

Environmental Protection Agency

ROOMOII0O (7511 O)

Crystal Mall No. 2

1921 Jefferson Davis Highway

Arlington, VA 22202

(703) 308-8097

RE: Aspergillus flavus AF36 a1#006456
Pending Section 3 Registration Number 71693-R, Petition SE3001|

Dear Shanaz;

Attached is an onginal signed copy of the classification of documents in the “Index of Documents
Submitted along with the release letter. Please let me know if you have any questions.

Yourf’ W:/ >
VHiploond ISy o

Michael Braverman, Ph.D.

Biopesticide Coordinator

Interregional Research Project No. 4
Rutgers, The State University of New Jersey
The Technology Centre of New Jersey

681 U.S. Highway #| South

Notrth Brunswick, NJ 08902-335¢
(732)932-9575 ext 610

CC: Peter Cotty(w/attachment)

Technology Centre of New Jersey .
631 U.S. Highway #1 South » North Brunswick, NJ 08902-3390 « 7532/932-9575 » Fax: 732/932-848|

"hE FTARE UMAVERSITY OF MEW JERSEY
e e e

toas H
et T e et




Dr. Michael Braverman

Technology Center of New Jersey
Interregional Research Project No.4 {IR-4)
681 U.S, Highway #1 South

North Brunswick, NJ 08902-3390

Pear Dr. Braverman:

Aspergillus flavus AF36 {ai# 006456)
Pending Section 3 Registration EPA Reg. No. 71693-R

Pesticide Petition 8E5001

A docket has been established for the pending Federal Register documents regarding
the application for the Section 3 registration and exemption from tolerance associated for use of
Aspergillus flavus AF36 on cotlon in Arizona and Texas. We are requesting classification from

IR-4, Dr. Peter Cotty and all relevant parties regarding the documents listed on the attached
mdexes The classification categories are described as follows.

A= Releasable to Anyone

B= Releasable to persons who submit a signed Affirmation of Non-multinational .
Status form. If “B documents agpear on the index, a ¢opy of the Affirmation is
attached.

C= Claimed Confidential by the submitter. Requests for “C” documents will be

processed under the Freedom of Information Act and EPA's public information
regulations at 40 CFR Part 2, subpart B.

Please fill out the attached form, so that we can quickly finalize these pending Federal
Register notices that are essential for the registration of your product. Your assistance is
appreciated, If you have any further questions regarding this matter, do not hesitate to email
me or ¢all at 703-308-8097,

Sincerely,
/s/
Shanaz Bacchus, Chemist

Regulatory Action Leader
Biopesticides and Pollution Prevention Division

Enclosure
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(insert name and titie) /

of Interregional Research Project No.4 (IR-4) have classified the following documents
pertaining to the Active ingredient Aspergilius flavus AF36 as indicated in the attached
tables.

Signatureftitle/date )//iMM//_j/M‘Wﬂ /I'Z, Z%} 7
5;0/& £s 7L’.c f‘d)@ Coodli ”4’7[_91’*
A4 1 U ecl

Send completed form to:

ATTN: Shanaz Bacchus (7511C)
Biopesticides Pollution Prevention Division
U.8. Environmental Protection Agency
Ariel Rios Building
1200 Pennsyivania Ave., N.W.,
Washington, DC 20460

Popedof-9
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Index of Documents Submitted
{As of February 8, 2002)

OPP- (Docket #) )
Aspergitlus flavus AF38; Pending Section 3 Registration 71683-R; Establishment of

Permanent tolerance exemption PP# 85001 -

TITLE: (Title of document;} Author: - Document Classification
' {Last name, First name) Date
1. Bibliography (attached) EPA
. Application for Section 3 .
Registration for Aspergiflus flavus .
AF38 for use on cotton in Arizona /4:/) j[; /A'{ La,,,.\ g §/02 5
(AZ), Texas (TX). / J/
Form 8570-1
3. Transmittal Letter and attachments By&yeflﬂan ; A/) ;‘ééae, / {){ / / 2_/9 2| /3
4, Risk Assessment of Aspergillus t_rffﬁ ngf‘f.q / HE 4 :
flavus AF36 . s Yy
(Federal Register Notice of Filing) f?;,yf‘er Docqmer? TZ‘;Z’

5. Petition for a permanent % /
exemption from the requirement of a £ g illse]
tolerance for residues of products Lyavervdar, M
containing the active ingredient

spergilius flavus AF36 on cotton
{(PPBE£5001)

6. Specific References to Supporting 7; /
Data for the pesticide petition from e attae '?«:’/

IR-4 for Aspergillus flavus AF36, and S-é }L S 5 € /c?/

the pending Section 3 registration for . e N C
(EPA File Symbol 71693-R; é,’b/ﬁz‘ e /4

PPBE5S001; OPP Identifier Number(s) / / /

).
See references below,

wﬂ%&/ &m@ww 12/5 /3
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ETLE: (Title of document) Classification

43763400 USDA/ARS and IR-4 {1993) Submission of Product Chemistry, Toxicity,
and Risk Data in Support of an Experimental Use Permit for
Aspergillus flavus AF36. Transmittal of 5 Studies, C
SUBMITTED IN SUPPORT OF: 069224EX1
SUBMITTED IN SUPPORT OF: 5E4575

43763401 Cotty, P. (1595) Aspergillus flavus Isolate AF36--Product
Identity and Disclosure of Ingredients, Manufacturing Process
and Discussion on the Formation of Unintentional Ingredients:

Lab Project Number: PR 52B. Unpublished study prepared by C
USDA/ARS. 85 p.
SUBMITTED IN SUPPORT OF; 069224EX1

q SUBMITTED IN SUPPORT OF: 5E4575

43763402 Cotty, P. (1995) Aspergillus flavus Isolate AF36--Analysis of
Samples, Certification of Ingredient Limits, Analytical Methods
for Certified Limits, and Physical and Chemical Properties: Lab
Project Number: PR 52B. Unpublished study prepared by C
USDA/ARS. 8p.

SUBMITTED IN SUPPORT OF: 069224EX1
SUBMITTED IN SUPPORT QF: 5E4575

43763403 Cotty, P.; Hartman, C. (1995) Aspergilius flavus Isolate
AF36--Safety Data in Support of Petition Proposing a Temporary _
Exemption from the Requirements of a Tolerance for Aspergillus
flavus for Use in Cotton Production: Lab Project Number: PR ' C
528. Unpublished study prepared by USDA/ARS and IR-4. 8382 p.

’ SUBMITTED IN SUPPORT OF: 069224EX1

'SUBMITTED IN SUPPORT OF: 5E4575

43763404 Cotty, P. (1995) Aspergillus flavus Isolate AF36:
Hypersensitivity Incidents with Microbial Pest Control Agents: ,
Statement of Findirig No Hypersensitivity: Lab Project Number: C
PR 52B. Unpublished study prepared by USDA/ARS. 4 p.

SUBMITTED IN SUPPORT OF: 069224EX1
SUBMITTED IN SUPPORT OF: 5E4575

AF36: Product Performance Data: Lab Project Number: PR 52B.
Unpublished study prepared by USDA/ARS and IR-4. 145 p.
SUBMITTED IN SUPPORT OF: 069224EX1

SUBMITTED IN SUPPORT OF: 3E4575 y .
V4 ﬂf// Zab%éw.ué’/rm / 2/3'5’ R
Rage-d-0i5 4

43763405 Cotty, P.; Hartrnan, C. (1995) Aspergillus flavus Isolate C
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TITLE: (Title of document) Classification

43972400 Interregional Research Project No. 4 (1996) Submission of Product
Anaiysis and Toxicoiogy Data in Support of an Expenimentai Use C\

Permit for Aspergillus flavus AF36. Transmittal of 3 Studies.
SUBMITTED IN SUPPORT OF: 069224EX1

43972401 Cotty, P. {1996) Aspergillus flavus [solate AF36-~Analysis of
Samples, Certification of Ingredient Limits, Analytical Methods
for Certified Lirhits: Amendment No. 1 to MRID No. 43763404: Lab C\.

Project Number: PR 52B: 52B. Unpublished study prepared by
Southem Regional Research Center, USDA/ARS. 6 p.
SUBMITTED IN SUPPORT OF: 069224EX1

43972402 Cotty, P. (1996) Aspergillus flavus Isolate AF36:
‘ Hypersensitivity Incidents with Microbial Pest Control Agents:
Statement of Finding of No Hypersensitivity: Amendment No. 1 to
MRID No. 43763404: Lab Project Number: 52B: PR 52B.
Unpublished study prepared by Southern Regional Research
Center, USDA/ARS. 4p. :

SUBMITTED IN SUPPORT OF: 069224EX1

43972403 Shelton, L. (1996) Acute Oral Toxicity Study in Rats:
(Aspergillus flavus AF36): Final Report: Lab Project Number:
MO6AG84.6G31: MA MS6AGR4.6(G31. Unpublished study prepared by
Microbiclogical Associates, Inc. 59 p.
SUBMITTED IN SUPPORT OF: 069224EX1

43990000 Interregional Research Project No. 4 (19596) Submission of Product o
Chemistry Data in Support of the Application for Experimental : C
. Use Permit for Apergillus flavus AF36. Transmittal of 1 Study. _
SUBMITTED IN SUPPORT OF: 069224EX1

43990001 Cotty, P. (1996) Aspergillus flavus Isolate AF36--Product
Identity and Disclosure of Ingredients, Manufacturing Process,
and Discussion on the Formation of Unintentional Ingredients:
Amendment No. 1 to MRID 43763401: Lab Project Number: PR 52B.
Unpublished study prepared by USDA/ARS, Southern Regional
~ Research Center. 6 p.
SUBMITTED IN SUPPORT OF: 069224EX1

44597000 Interregional Research Project No.4 (1998) Submission of
Product Chemistry Data in Support of the Petition for Tolerance
of Aspergillus flavus isolate AF36 in/on Wheat. Transmittal of
1 Study.

SUBMITTED IN SUPPORT OF: 8E5001
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TITLE: (Title of document)

Classification

44597001 Cotty, P.; Antilla, L. (1998) Aspergillus flavus Isolate
AF36 Manufacturing Process and Discussion on the Formation of
Unintentional Ingredients. Amendment No. 2 MRID 43763401: Lab
Project Number: 52B. Unpublished study prepared by USDA/ARS,
Arizona Cotton Research and Protection Council and Rutgers
Univ. 38 p.
SUBMITTED IN SUPPORT OF: 8E5001

C

44626100 Interregional Research Project No. 4 (1998) Submission of
Product Chemistry Data in.Support of the Petition for Tolerance
of Aspergillus flavus isolate AF36 in/on Cotton. Transmittal

' of | Study.

SUBMITTED IN SUPPORT OF: 069224EX1
SUBMITTED IN SUPPORT OF: 5E4575

~

44626101 Cotty, P.; Antilla, L. (1998) Aspergillus flavus isolate

AF36-Analysis of Samples, Certification of Ingredient Limits,
Analytical Methods for Certifled Limits: Amendment No. 2 to
MRID No. 43763402: Lab Project Number: 52B. Unpublished study -
prepared by USDA/ARS, and Arizona Cotton Research and
Protection Council. 33 p. :

SUBMITTED IN SUPPORT OF: 069224EX1

SUBMITTED IN SUPPORT OF: 5E4575

44713700 Interregional Research Project No.4 (1998) Submission of
' Product Chemistry Data in Support of the Petition for
Tolerances of Aspergillus flavus in/on Cotton. Transrhittal of

. 1 Study.

SUBMITTED IN SUPPORT OF: 8E5001
SUBMITTED IN SUPPORT OF: 5E4375
SUBMITTED IN SUPPORT OF: 069224EX1

44713701 Cotty, P.; Antilla, L. (1998) Aspergillus Flavus isolate
AF36--Amended Manufacturing Process--Amendment No.3: Lab
Project Number: 52B. Unpublished study prepared by IR-4.
21 p.
SUBMITTED IN SUPPORT OF: 8E3001
SUBMITTED IN SUPPORT OF: 5E4575
SUBMITTED IN SUPPORT OF: 069224EX1

Wiheol Soiron-

Page-of-5
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TITLE: (Title of document)

Classification

45307200 USDA/ARS Southern Regional Research Center (2001} Submission of

Environmental Fate Data in Support of the Petition for
Tolerance of Aspergillus flavus Isolate AF36/Cotton infon -
Cotton, Transmittal of 2 Studies.
SUBMITTED IN SUPPORT OF: 3E4575
SUBMITTED IN SUFPORT OF: 069224EX1

C

K

45307201 Cotty, P. (2001} Aspergillus flavus Isolate AF36: Safety

Information (Soil and Air Monitoring of Populations of A.
flavus): Lab Project Number: 52B. Unpublished study prepared
by Interregional Research Project No.4. 130p.
SUBMITTED IN SUPPORT OF: 5E4575
SUBMITTED IN SUPPORT OF: 065224EX]
Start here

45739100 Interregional Research Project No. 4 (2002) Submission of
Toxicity and Exposure Data in Support of the Petition for
Tolerance of Aspergillus flavus on Cotton. Transmittal of 4

Studies. ’

SUBMITTED IN SUPPORT OF: 2E6497
45739103 Smith, D.; Cotty, P.; Braverman, M.; et al. (2002) Aspergillus
flavus Isolate AF36: Non-Target Organism and Environmental
Safety Information: Lab Project Number: IR-4 PR NO.52B:
Unpublished study prepared by Soil & Crop Sciences, Southemn
Regional Research Center USDA/ARS, Rutgers University and

o Arizona Cotton Research and Protection Council. 57 p.

SUBMITTED IN SUPPORT OF: 8E5001

45739101 Blanchard, E.; Carter, J. (2002) Aspergillus flavus AF36: Acute
Pulmonary Toxicity and Pathogenicity to the Rat: Interim
Report: Lab Project Number: UAR/006. Unpublished study
prepared by Huntingdon Life Sciences, Ltd. 86 p. {OPPTS

885.3150}

SUBMITTED IN SUPPORT OF: 8E5001
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14929 W. Broadway Rd. )
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Public Information & Records Integrity Branch (7502C) March 7, 2003
Office of Pesticide Programs '
Environmental Protection Agency
1200 Pennsylvania Ave., NW, Washington, DC 20460-000
Attention: Docket 1D #OPP-2-3-0020

To Whom It May Concern:

This letter is my written comment on the application for an exemption from a
tolerance and for registration of Aspergillus flavus AF36 for the prevention of aflatoxin
contamination of cottonseed in Arizona.

[ am a cotton farmer and the president of Farmers Gin, Inc. Historically, more
than 50 percent of the cottonseed produced at our gin has tested higher than 20 ppb of
aflatoxin. The majority of our 12,000 ton annual production goes to the dairy feed
market. [ estimate our losses at more than $100,000 per year due to the higher levels.

High levels of aflatoxin are a serious problem in Arizona. The high levels
reduced the value of the seed and place the seller at risk legally if subsequent tests show
higher levels of contamination than that certified at the time of the sale. Several lawsuits
and state regulatory administrative actions have occurred in recent years pitting dairymen
and regulators against seed brokers, gins and cotton farmers.

There are no products currenily on the market that will reduce or prevent aflatoxin
contamination in any crop. There are also no cultural practices or biological controls that
help reduce the levels,

' The registration of Aspergillus flavus AF36 will be the first product available for
reducing aflatoxin contamination of cottonseed. This product is needed by the industry in
Arizona and in Texas as well.

I am pleased to hear that the product is not a synthetic chemical, but a naturally
occurring strain of Aspergillus that does not produce aflatoxin and replaces the strains
that do.

I strongly support the registration of AF36.

Sincerely,

Z
F. Ronald Rayner

President
Farmers Gin, Inc.
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* Anderson Clayton Coip.
2226 W, NORTHERN AVE.. SUITE €201 » PHOENIX. AZ 83021
PHONE [6(12) 8412111+ FAX (612} 84 1-2444

March 6, 2003 T
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ool LTSV e
Public Information and Records Integrity Branch (PIRIB) (7502C) Podored gfes
Office of Pesticide Programs (OPP)
Environmental Protection Agency,
1200 Pennsylvania Avenue NW
Washington DC 20460

Attention: Docket ID Number OPP-2-3-0020
To Whom It May Concern;

The Anderson Clayten Corporation conducts extensive cottonseed ginning and sales operations in Arizona
where aflatoxin contamination has plagues growers for morc than 30 years. This contamination has
resubed in lost revenue and profit to Anderson Clayton, its raw material suppliers (cotton producersj and
cottonseed feeders (primarily dairies) and cottonseed products consumers (again, primarily dairy, but other
feed consumers as wcll).

The extraordinary fluctuations of aflatoxin contamination have resulted in losses for Arizona cotton
producers in the millions of dollars,

It is our experience that no products are approved or even currently exist for treatment of any crop to
prevent aflatoxin contamination in the field. Aspergillus flavus AF36, a biological control using no
synthetic chemicals, is the first product available for reducing such contamination in cottonseed.

As a company that has directly and indirectly been affected by aflatoxin contamination of cottonseed, we
have long tracked and supported the USDA ARS work conducted by Dir. Peter Cotty on aflatoxin in
cottonseed and other agricultural commodities. Having seen first hand the negative financial exposure and
impact aflatoxin contamination can have on our customers as well as our company, we strongly urge
registration of Aspergillus flavus AF36 on cotton in Arizona and Texas.

Sincerely,

Jeffery L Ballentine

V. P. Arizona Operations

L
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THE TEXAS A&M UNIVERSITY SYSTEM Agricultural Research and Extension Center at Corpus Christi

10345 Agnes 5t
Corpus Christi, TX 78406-1412
Phone: 361/265-9201 Fax: 361/265-9434 -

Web: httpi//ccag.tamu.edy March 3, 2003 J i

Public Information and Records Integrity Branch

Office of Pesticide Programs R R
Environmental Protection Agency

1200 Pennsylvania Ave,, N.W. s s Jo frs
Washington, D.C. 204600-000 Pocnad B/3/23

Attention: Docket [D Number OFP-2003-0020

This letter is in support of the application for Establishment of an Exemption from a
Tolerance for the Microbial Pesticide Aspergillus flavus AF36 under Docket [D Number
OPP-2003-0020. My comments relate to the registration of Aspergillus flavus AF36 as a
microbial pesticide for the management of aflatoxin contamination in cottonseed.

We have serious problems with aflatoxin contamination of cottonseed in the gulf coast
region of Texas causing millions of dollars in losses annually from sales and uses of
cottonseed products in ruminant animal feeding. Serious problems also occur in
cottonseed in other parts of Texas and in Arizona. Currently there are no alternatives to
Aspergillus flavus for preventing aflatoxin contamination in cottonseed. Since there are no
products currently available for preventing aflatoxin contamination in cottonseed oron any
othercrop, Aspergillus flavus AF36 is a product needed by the cotton industry in Texas and
Arizona. We hope to have the opportunity to use Aspergillus flavus AF36 in developing
effective control mechanisms to prevent aflatoxin contamination in cotton crops for our
producers, the single most economically important crop produced in the lower gulf coast
of Texas.

Thank you for consideration of this request.

Sincegely,

N’L—O/Qﬁﬁdklw“m_

Bobby R. Eddleman, Ph.D,

Resident Director of Research

Texas Agricultural Experiment Station

Texas A&M University Agricultural

Research & Extension Center

10345 Agnes St.

Corpus Christi, TX. 78406 /5 /

A Member of The Texas A&M University Sysrem and its Statewide Agricuiture Pragram
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March 7, 2003 e

' ﬂs&)e‘mré,_ﬁ 77 /67%
Public Information and Records Integrity Branch {7502C)

Office of Pesticide Programs

Environmental Protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460-000

. RE: Docket ID Number QPP-2003-0020

This letter provides my support for establishment of an exemption from a tolerance for the microbial
pesticide Aspergillus flavus AF36. AF36 is the first and only biological contrel method for
eliminating aflatoxin contamination from cottonseed, and I strongly support the exemption.

Texas annually harvests between four and five million bales of cotton. Due to environmental
conditions, several production regions face perennial problems from aflatoxin contaminated
cottonseed. These regions include central Texas (Blackland Prairie and Bottornlands) which
produces about 230,000 bales, the south Texas region (Upper Gulf Coast and Coastal Bend) which
generates over 700,000 bales, and the Rio Grande Valley area which generates over 200,000 bales.
Together these areas support the production of over 1.1 million bales. '

According to information provided by the “Office of the State Chemist”, cottonseed from these three
regions will generally test positive for aflatoxin, and between 15 to 80% of the cottonseed will
exceed 20 ppb.  As an example, in 1997 and 1998 over 80% of the cottonseed from these regions
tested greater than 20 ppb, and in 2001 less than 15% exceeded 20 ppb. When aflatoxin levels in
cottonseed exceed the 20 ppb limit, the value of the seed is severely discounted {in most cases by
greater than 50%), translating into several million dollars lost to producers and the cottonseed
industry. Moreover, due to extremely low prices for cotton lint in current and near-future markets,
any discounts in cottonseed value further reduces profitability at the farm level.

Presently, there are no known means of reducing/eliminating aflatoxin contamination on any crop.

The use of atoxigenic strains of Aspergillus flavus have proven to be very effective in combating
aflatoxin problems in Arizona. Considerable cumulative acres have been treated in Arizona with

Agriculture and Nalural Resources - Family and Consumer Sciences « 4-H and Youth Developmenl « Communily Development

Exlension programs serve people of all ages regardless of socioecononiic level, race, color, sex, religion, disability, or national origin,
The Texas A&M Universily System, U.5. Departmient of Agriculture, and the Counly Commissioners Courls of Texas Cooperating

A member of The Texas A&M University Systeny and its statewide Agriculture Program 267 /’/;\




no reported adverse effects. Multi-year air sampling studies have demenstrated that the atoxigenic
strain AF36 has displaced the aflatoxin producing strains with no increase in total fungus in the
ervizonment.

Recent research conducted in the Coastal Bend region of Texas in 2000, 2001 and 2002 with the
AF36 strain has also been very successful. However, these studies were limited to small acreages.
Consequently, it is critical to the future success of the project to expand this effort and to establish
a permanent exemption from tolerance for residues of Aspergillus flavus AF36.

Based on previous research in Arizona and Texas, and the success of the area-wide program in
Arizona, the granting of this perméanent exemption for AF36 will serve as ¢ major step in reducing
aflatoxin problems in Texas cottonsesd. I strongly support the exemption for AF36 and urge the
EPA to grant its approval.

Respectfully,

DR
Robert G. Lemon

Associate Professor

and Extension Agronomist — Coiton
Department of Soil and Crop Sciznces
Texas A&M University

College Station, Texas 77843-2474
r-lemon@tamu.edu

' cc: Dr. Travis Miiler
Dr. Mark Hussey
Dr. Peter Cotty
Dr. James Supak
Mr. Jeff Nunley
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March 13, 2003

Public Information and Records Integrity Branch (PIRIB)
Information Resources and Services Division (7502C)

Office of Pesticide Programs HAR 199003
U.S. Environmental Protection Agency
1200 Pennsylvania Ave., NW fewead 3/18/03

Washington, DC 20460-0001

RE: Docket ID Number OPP-2003-0020

South Texas Cotton and Grain Association submits these comments to strongly support the
application for Establishment of an Exemption from a Tolerance for the Microbial Pesticide
Aspergillus flavus AF36.

South Texas Cotton and Grain Association is a trade association representing producer members
who farm cotton and grain crops in the 33 counties in the Coastal Bend of South Texas. Cotton
is a primary crop for our producers and cottonseed is a valuable byproduct of cotton production.

Aflatoxin is a perennial problem for farmers in South Texas and contamination of cottonsced
costs producers millions of dollars each year in lost of value. Work done in Arizona has shown
that applying atoxigenic strain AF36, which occurs naturally in fields, is effective in reducing the
amount of aflatoxin in cottonseed by displacing toxin producing strains {especially the S-strain
of Aspergillus flavus) without increasing the total amount of fungus in the environment. -

Texas is similar to Arizona in that the atoxigenic strain AF36 occurs naturally in South Texas
fields. Texas is also similar to Arizona in that the S-strain of Aspergillus flavus is the primary
cause of aflatoxin contamination in cottonseed. Experiments in Texas using very small test plots
have shown that applying Aspergillus flavus AF36 is effective in reducing the level of the S-
strain,

Presently, there are no alternative methods available to producers to reduce aflatoxin producing
fungi in cotton fields. Based on the success of an area-wide program in Arizona, as well as
results from experiments in South Texas, the granting of this permanent exemption for AF36 will
provide a means for Texas cotton producers to reduce their economic losses from aflatoxin
contamination of cottonseed. Qur association strongly supports the establishment of an
exemption for AF36 and urges the EPA to grant its approval.

Sincereld,,

= Jeff Nunley
Executive Director

14/




Prohmode 3100723

Arizona Cotton
Growers Association

March 10, 2003

Public Information and Records Integrity Branch (PIRIB) (7502C)
Office of Pesticide Programs (CGPP)

Environmental Protection Agency

1200 Pennsylvania Avenue, NW

Washington, D.C. 20460

Re: Application for Establishment of an Exemption from a Tolerance for the Microbial Pesticide
Aspergillus Flavus AF36 and registration of Aspergifius flavus AF36

Docket Number ID#0OPP-2003-0020
To Whom It May Concern:

The Arizona Cotton Growers Association (ACGA) supports the application for full registration of
Aspergillus flavus AF36 for use in Arizona and Texas. The Association has been deeply involved in
the development and implementation of the technology on Arizona cotton since 1996. During this
time the Association has observed the biological and economic benefits of AF36 treatments.
Additionally, the Association has received no reports of adverse effects either from its grower
community or the public at large under extensive experimental use conditions.

Full-scale utilization of AF36 in both Texas and Arizona is very Important to the
reduction/elimination of aflatoxin contamination of cotton in these states, where significant
economic losses to cotton farming have been reported since the 1960’s. This research using non-
toxic strains of Aspergifius flavus to displace aflatoxin-producing strains also has great potential for
other crops such as corn and peanuts and is the only confrol mechanism of its kind nationwide.

The Arizona Cotton Grov»;ers As'sociat'ion urges EPA to grant full registration for Aspergilius flavus
AF36 for use on commercial cotton fields in Arizona and Texas. If there are questions please
contact me at (602) 437-1344. '

Sincerely,

Clyde Sharp’
President

4139 E. Broadway / Phoenix, Arizona 85040 / {602) 437-1344
FAX {602) 437-5401
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Arizona Department of Agriculture
1688 West Adams
Phoenix, Arizona 85007
Phonc: (602) 542-0954 Fax: (602) 542-0466

March: 14, 2003

Public Information and Records Integrity Branch
QOffice of Pesticide Programs

U. 8. Envirenmental Protection Agency (7502C)
1200 Pennsylvania Avenue, NW

Washington, DC  20460-0001

ATTENTION: OPP-2003-0020

The purpose of this letter is to support the exemption from a tolerance and registration of Aspergifius
favus AF 36 for use on cotton to reducc populations of other strains of this fangus that produce affatoxin.
Aflatoxin contamination is a chronic problem in cotton grown in our low desert areas. We as a state
apeney need to administer a comprehensive monitoring program to protect animal feeds from
contamination with this substanee, While the contamination can be the result of post harvest handling of
cottonseed, much of our aflatoxin problem can be traced to preharvest origins.

We feel that use of sirain AF 36 as outlined in the experimental use permit 69224-EUP-1 significantly
reduces the levels of aflatoxin present at harvest. Once introduced into an area, AF 36 maintains itself over
several years, making reapplication unnecessary. This reduces grower costs, a timcly bonus given the low
prices currently paid for even premium quality cotton. This same attribute of AF 36 makes it unlikely to
attract the interest of commercial pesticide producers since a single treatment remains effective over so
long & time period, limiting potential sales demand. Avaitability of AF 36 along with other highly selective
and effective pest control options such as genetically engineercd cotion and insect growth regulators will
enable our growers to produce superior quality cotton utilizing historically low voluines of pesticide.

Sincerely yours,
Edwin W. Minch
Edwin W. Minch

Environmental Specialist
ed. minch@agric.state.az us
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Public Information and Records Integrity Branch (PIRIB) March 14, 2003
Information Resources and Services Division (7502C)

Office of Pesticide Programs (OPP)

Environmental protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460-0001

epp-dockel@epa. pov
Attention: Docket ID Number QPP-2003-0020

Re: Docket ID Number OPP-2003-0020; Comments on Aspergillus flavus AF-36
Notice of Filing a Pesticide Petition to Establish an Exemption from a Tolerance for a
Pesticide Microbial Agent in or on Food (68 FR 7554; 2-14-03)

Dear Madam or Sir:

The National Cotton Council (NCC) supports this pesticide petition from IR-4 (on behalf
of The Arizona Cotton Research and Protection Council, Phoenix, AZ} proposing to
amend 40 CFR 180.1206 by establishing an amendment/expansion of an existing tolerance
exemption for the non-aflatoxin-producing microbial pesticide Aspergillus flavus AF 36 in
or on the food and feed commodity cotton and its by-products. NCC is the central trade
association of the U.S. cotton industry, representing producers, ginners, oilseed crushers,
merchants, cooperatives, warehouses, and textile manufacturers in 18 states. On average,
NCC members produce and gin over 17 million bales of cotton and NCC cottonseed
members handle over 6.5 million tons of cottonseed for oilseed processing and dairy
feeding,

Full Section 3 registration for 4. flavus AF-36 in both AZ and TX is very important to the
economics of cotton production and reduction of toxigenic Aspergillus flavus and
aflatoxin contamination of cottonseed in AZ and South TX, There are no other
management techniques available that control toxigenic 4. flavus contamination of cotton
prior to harvesting. Post-harvest treatments (e.g., ammoniation) are not economical and
have not obtained full regulatory approval from the U.S. Food and Drug Administration
(FDA). This research using atoxigenic strains of 4. flavus to displace aflatoxin-producing
strains of 4. flavus represents a scientifically valid biocontrol approach for reducing
toxigenic A. flavus and aflatoxin contamination and also has great potential for other crops
(e.g., corn, peanuts, pistachios, almonds, walnuts, and figs). This fungal material is already
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part of the naturally occurring microflora in the fields in AZ and South Texas and does
not increase the amount of A. flavus in the field, so there are no unanticipated
environmental! affects.

Aflatoxin contamination of cottonseed causes significant economic losses (at least
$50/acre) to cotton producers, ginners, brokers, and oil mills in AZ and TX by reducing
the value of this commedity (see J. Robens The Cost of Mycotoxin Management fo the
US4 Management of Aflatoxins in the United States, paper presented at Annual Meeting
Am, Pytopath. Soc. Aug. 2001). Contamination of cottonseed and cottonseed meal
severely restricts its use in feeding. If feed to dairy cattle, the aflatoxin can be metabolized
and passed into the milk making the milk an adultrated product, according to the FDA.

NCC urges EPA to grant this petition to amend 40 CFR 180.1206 by establishing an
amendment/expansion of an existing tolerance exemption for the non-aflatoxin-preducing
microbial pesticide Aspergillus flavus AF 36 in or on the food and feed commadity cotton
and its by-products . This exemption from tolerance should be granted for use on
eommercial cotton fields in AZ and TX as soon as possible, so that this valuable research
can be used on this year. Ifthere are questions please contact me at 202-745-7805 or by e-
mail at pwakelvn@cotion.org,

p/m;,

Phillip J. Wakelyn, Ph.D.
Senior Scientist, Environmental Health and Safety
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Comments Related to the Registration of Aspergilius flavus AF36 as a
Microbial Pesticide for the Management of Aflatoxin Contamination:

Docket ID # OPP-2003-0020 )
Wil 18 2003

Research: /;‘g;{_fmj; 270003

The harmful affects of Aspergillus flavus (Aflatoxin) date back to the 1960’s when
it was termed the "Turkey X Disease” due to the fact that it killed more than
100,000 young turkeys in England. Today, Humans are exposed to aflatoxins by
consuming foods contaminated with products of fungal growth. Such exposure is
difficult to avoid because fungal growth in foods is not easy to prevent. Even
though heavily contaminated food supplies are not permitted in the market place
in developed countries, there are still concerns for the possible adverse effects
resulting from long-term exposure to low levels of aflatoxins in the food supply.

Evidence of acute aflatoxicosis in humans has been reported from many parts of
the world. The syndrome is characterized by vomiting, abdominal pain,
pulmonary edema, convulsions, coma, and death with cerebral edema and fatty
involvement of the liver, kidneys, and heart. Conditions increasing the likelihood
of acute aflatoxicosis in humans include limited availability of food, environmental
conditions that favor fungal development in crops and commodities, and the lack
of regulatory systems for aflatoxin monitoring and control.

Aflatoxins are detected occasionally in milk, cheese,. corn, peanuts, cottonseed,
nuts, almonds, figs, spices, and a variety of other foods and feeds. Milk, eggs,
and meat products are sometimes contaminated because of the animal
consumption of aflatoxin-contaminated feed. However, the commaodities with the
highest risk of aflatoxin contamination are comn, peanuts, and cottonseed. Cont is
probably the commodity of greatest worldwide concern, because it is grown in
climates that are likely to have perennial contamination with aflatoxins and corn
is the stapie food of many countries.

Although aflatoxins are stable to moderately stable in most food processes, they
are unstable in processes such as those used in making tortillas that employ
alkaline conditions or oxidizing steps. Aflatoxin-contaminated corn and ‘
cottonseed meal in dairy rations have resulted in aflatoxin M1 contaminated milk
-and milk products; including non-fat dry milk, cheese, and yogurt (Cornell
‘University - Aflatoxins: Occurrence and. Health Risks)

274 //ﬁ




Personat View:

According to this information, there should be no reason why the EPA would not
grant the registration of the atoxigenic strain Aspergillus flavus AF 38. Research
clearly shows that aflatoxins are highly toxic for humans and animals. Aflatoxin
intoxicates our bodies through respiration and consumption. If we have the ability
to control this toxic fungus from its growth, than why not control it.

Aflatoxin has impacted our farm on a very farge scale. Over the past several
years, we have lost several hundred thousand dollars due to the infestation of
aflatoxin on our corn and cotton seed. In many cases, we have had to destroy
our entire com and popcorn crop because of high levels of afiatoxin. Aflatoxin
also has a huge impact on the price of cottonseed. With just a trace amount of
aflatoxin detected, our cottonseed can not be sold to feedlots for animal
consumption.

Aflatoxin has had a tremendous impact on Agricuiture as a whole. In the future,

aftatoxin will continue to have a negative affect on U.S. Agriculture as long as we
allow this toxin to grow uncontrotiably. '

Sam Sparks
SRS Farms
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YUCO GIN, INC. II

P.O. BOX 5966
YUMA. ARIZONA 85366-5966
TELEPHONE TELEFAX
{928} 329-9955 : (928)320-9977
UAT 1703 @
March 1 3 ﬂa‘ 2 {1305
3, 2003 (}& -W'«L,gl/' ) 2

Public Information and Records Integrity Branch (PIRIB) (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency,

1200 Pennsylvania Ave., NW, Washington, DC 20460-000

. Attention: Docket 1D Number OPP-2-3-0020

To Whom It May Concern:

The purpose of this letier is to voice our full support for the Section 3 registration of
Aspergillus flavus AF36 (an atoxigenic strain) for the suppression of aflatoxin in
cottonseed from Arnizona and Texas.

Yuco Gin orchestrated the application of AF36 on a large block of our members cotton in
Yuma, Arizona in 2002. Following harvest we ginned and sold 2300 tons of clean seed
(< 20 ppb aflatoxin) as opposed to 900 tons the previous season, before the organized use
of AF36. This resulted in a significant increase in our profit margin.

Yuco Gin operates in an area where historically high levels of aflatoxin have been the
rule rather than the exception. Atoxigenic strain technology offers us an opportunity to
return to profitability with increased returns of up to $40 per ton of cottonseed.

AF36 technology is an environmentally benign approach to aflatoxin control.

We therefore strongly support full registration of AF36 for both Arizona and Texas.

Sincerely,

Ronald C. Stanz
Vice President/General Manager
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Public Information and Records Integrity Branch(PIRIB) (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency,

1200 Pennsylvania Ave., NW, Washington, DC 20460-000 o,
Attention: docket ID Number OPP-2-3-0020 Poshrad. 5 12703

T

To Whom It May Concern:

This letter is written in support of the above referenced application for the registration for
the use of Aspergillus flavus AF36 designed to reduce Aflatoxin contamination of
cottonseed.

Present indications reveal that these economic losses can be dramatically reduced,
through the use of this biological control method, which does not require the use of
synthetic chemicals thereby rendering this method highly environmentally suitable.

Until recently, there has been no technclogy available for the prevention of Aflatoxin
contamination in cottonseed grown on approximately 300,000 acres of cotton in Arizona,
The establishment of atoxigenic strain technology (AF36) has already proven to be
successful in cotton and could be readily adapted to other agricultural crops such as
peanuts and corn, thereby enabling this method to have a greater beneficial economic
impact on American agriculture.

At the local level Growers Mohawk Gin has witnessed and increase in clean seed
production (less than 20 ppb Aflatoxin) from approximately 20% (before the use of
AF36) to 60% in 2002 following widespread utilization of AF36.

For the reasons listed above we strongly recommend a timely approval of the registration
process, which would allow Aspergillus flavus AF36 to be used commercially throughout
Arizona and Texas.

Very truly yours,

Fred Richard
Manager
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March 13,2003

HERRE

| ekl 2 [ 3107
Public Information and Records Integrity Branch (PIRIB) (7502C)
Office of Pesticide Programs (OPP)
Environmental Protection Agency
1200 Pennsylvania Ave,, NW, Washington, DC 20460-000
Attention: Docket ID Number OPP-2-3-0020

To Whom It May Concern:

The Arizona Cotton Growers Association wishes to go on record as voicing
strong support for an Exemption from Tolerance and for registration of Aspergillus
flavus AF36 for aflatoxin control in Arizona and Texas.

For more than 30 years high levels of aflatoxin hiave put Arizona cottonseed at
a severe marketing disadvantage. Hundred of millions of dollars in lost revenue have
resuited.

The AF36 nontoxic strain technology developed and tested in Arizona is the
only method (apart from ammoniation of contaminated seed) which offers relief to
our growers. It is an environmentally safe technology which is needed in both
Arizona and Texas,

We therefore strongly recommend full registration of AF36 for use in Arizona
and Texas.

Sincerely,

acéasu\

Jimmy L. Gale
General Manager
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MAILING ADDRESS: P. O. Box 3120 Casa Grande, AZ 85222-0120
Phone & Fax (520) 723-4834

A Grownr (umod Ginning Ausacinlion March 26, 2003 2.
e S
LOCATION Yo i
2878 Norih 1 S S g 27 /i-} S
Eleven Mile Comer Rd Public Information and Records Integrity Branch {PIRIB) (7502C)
Office of Pesticide Programs {OPP)

SRAL MGR; Environmental Protection Agency,

Sole 1 1200 Pennsylvania Ave., NW,
Exfension # 11 Washington, DC 20460-0004
GIN. MGR: .
Kim Valo RE: Docket ID Number OPP-2003-0048; Aspergillus flavus AF38
Extension # 12 Registration Application (68 FR11841; 3-12-03)
Gimﬁ‘ﬁﬁ?& Dear Sir or Madam: |

Exiension # 10
The Arizona Cotton Ginners Association supports the above referenced

WE‘; application for the registration for the use of Aspergillus flavus AF38
Extension # 13 designed to reduce aftatoxin contamination of cottonseed.

Field research demonstrates that economic losses can be dramatically

BRD ;;&; reduced through the use of this promising biological control method.
5 Because it eliminates the use of synthetic chemicals, it is both user and
President: environmentally friendly.
Mark Pace
Vice-President: Until recently, there has been no technology available for the prevention of
Scoft Figgine aflatoxin contamination in cottonseed grown on approximaiely 300,000 acres
of cofton in Arizona. The establishment of atoxigenic strain technology
Secretary: {AF38) has already proven to be successful in cotton and could be readily
Dan Thelander adapted to other agricultural crops such as peanuts and corn, thereby
T - enabling this method to have an enhanced beneficial economic impact on
Lea Tregaskes American agriculture.
Vi K%‘;‘;‘";?;‘k Several member gins of our Association have experienced very positive
Marcus Martin results as a result of AF36 use by the growers, For this and the other
George Peterson reasons listed above we strongly recommend a timely approval of the
Le Smiln registration process which would allow Aspergillus flavus AF36 to be used

commercially throughout Arizona and Texas.

P ,-2 6 L ¢ Az Cot+al

Very truly yours,

/5

T mmELoy 2 79
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March 26, 2003

0

Public Information and Records Integrity Branch (PIRIB) (7502C)

Office of Pesticide Progranis (OPP) _ APR 1 2003
Environmental Protcclion Agency ‘
1200 Pennsylvania Avenue, NW ﬁzbw‘,{; 5[34%3?-,

Washington, DC 20460-0001

Re:  Docket ID Number QPP-2003-0048; Aspergillus flavus AF36 Regristration
Application {68-FR11841;3-12-03) '

Dear Sir or Madam:

This letter is my written comment on the application for registration of Aspergillus flavus AF36
for the prevention of aflatoxin contamination of cottonseed in Arizona.

I am a cotton farmer and the President of Farmer’s Gin, Inc. Historically, over 50 percent of the
cottonseed produced at our gin has tested higher than 20 ppb of aflatoxin, The majority of our
12,000 ton annual production goes to the dairy feed market. I estimate our losses at $100,000 per
year due to the higher levels,

High levels of aflatoxin are a serious problem in Arizona. The high levels reduced the value of
the seed and place the sellér at risk legally if subsequent tests show higher levels of
contamination than that certified at the time of the sale. Several lawsuits and state regulatory
administrative actions have occurred in recent ycars pitting dairymen and regulators agamst sccd
brokers, gins and cotton farmers.

There are no products currently on the market that will reduce or prevent aflatoxin contamination
in any crop. There are-also no cultural practices or biological controls that help reduce the levels,

The registration of Aspergillus flavus AF36 will be the first product available for reducing
aflatoxin contamination of cottonseed Thls product is needed by the industry in Anzona and in
Texas as well. -

I am pleased to hear that the product is not a synthetic chemical, but a naturally occumng strain
of Aspergillus that does not produce: aﬂatoxm and replaces the strams that do

I strangly support the registration of AF36.

Sincerely,

F. Ronald Rayner, President

BN LOCATION: TURNER ROAD V2 MILE 50UTH OF BASELINE - BUCKEYE. ARIZONA




Anderson Clayton Corp.
2226 W, NCRTHERN AVEL SUITE C24 + PHOENIX. AZ R3U21
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Marcl: 27, 2003
PERRIR Y
Public Information and Records littegrity Branch (PIRIB) (7502C) : P«fﬂ ,n’u-.L .3);1_7/&-_3

Office of Pesticide Programs (OFP)
Environmental Protectioin Agency
£200 Pennsylvania Avenue NW
Washington, DC 20460-0001

RE:  Docket 1D Number OPP-2003-0048: Aspergilfus flavies Al36 Registration  Apuplication
(68 FR11841; 3-12-03)

Dear Sir or Madam:

The Anderson Claylon Corporation is writing 10 support the regisiration ol Aspergillus flawis AF36 for
the control of aflatoxin in Arizona cottonseed.

Our company conducts extensive coltonseed ginning and sales operations in Arizona where aflatoxin
contamination has plagued growers for more than 30 years. This contamination has resulted in lost
revenue and profit to Anderson Clayton, its raw material suppliers (cotton producers) and cottonseed
(ceders (primarily dairies) and cottonseed products consumiers (again, primarily dairy, but other fecd
consumers as well}.

The extraordinary fluctuations of aflatoxin contamination have resulted in losses for Arizona cotton
producers in the millions of dollars.

It is our experience that no products are approved or even currently exist for treatment of any crop to
prevent aflatoxin contamination in the field, Aspergillus flavus AF36, a biological control using no
gynthetic chemicals, is the first product available for reducing such contamination in cottonseed.

As a company that has directly and indireclly been affected by aflatoxin contamination of cottonseed, we
have long tracked and supported the USDA ARS work conducted by Dr, Peter Cotty on aflatoxin in
cottonseed and other agricultural commodities. Having seen first hand the negative financial exposure
and impact aflatoxin contamination can have on our customers as well as our company, we strongly urge
registration of Aspergitius flavus AF36 on cotton in Arizona and Texas.

Sincerely,

Jefféry J, Ballenting
V. P, Arizona Operations

v
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Public Information and Records Integrity Branch {PIRIB} (7502C)
Office of Pesticide Programs (OPP)

Environmental Protection Agency, 0o -7 Hdv
1200 Pennsylvania Ave., NW, o
Washington, DC 20460-0001 | pospont 42873

RE: Docket |ID Number OPP-2003-0048; Aspergilius flavus AF36
Registration Application (68 FR11841; 3-12-03)

Dear Sir or Mgdam:

This letter is written in support of the above referenced application for the
registration for the use of Aspergillus flavus AF36 designed to reduce aflatoxin
contamination of cottonseed.

Present indications reveal that economic losses can be dramatically reduced
through the use of this biological control method which does not require the use
of synthetic chemicals thereby rendering this method highly environmentally
suitable. :

Until recently, there has been no technology available for the prevention of
aflatoxin contamination in cottonseed grown on approximately 300,000 acres of
cotton in Arizona. The establishment of atoxigenic strain technology (AF36) has
already proven to be successful in cotton and could be readily adapted to other
agricultural crops such as peanuts and com, thereby enabling this method to
have an enhanced beneficial economic impact on American agriculture.

At the local level Growers Mohawk Gin has witnessed an increase in clean seed
production (less than 20 ppb aflatoxin) from approximately 20% (before the use
of AF38) to 60% in 2002 following widespread utilization of AF36

For the reasons listed above we strongly recommend a timely approval of the
registration process which would allow Aspergiflus flavus AF36 to be used
commercially throughout Arizona and Texas.

Very truly yours,
Aed Richand,
Fred Richard
Manager




348 Sail aird Crop Seicnces » College Stalion, Texas 77843-2474 » (979) 843-2425 « FAX (979} 8450604

April 1, 2003

Public Information and Records tnlegrity Branch (7502C)
Office of Pesticide Prograins

Environmental Proteclion Agency

1200 Pennsylvania Ave,, NW

Washingion, DC 20460-0001

RE: Docket 1D Number OPP-2003-0048

This letter provides my suppori for registration of the microbial pesticide Aspergilius flavus AF36. . AF36 is the first
and only biological control method for eliminating aflatoxin contamination fromn cottonseed, and 1 strongly support
the registration. :

Texas annually harvests between four and five miilion bales of cotton. Due to environmenial conditions, sevcral
production regions face perennial problems from aflatoxin contaminated cotlonseed. These regions inciude central
Texas (Blackland Prairie and Botlomlands) which produces about 230,000 bales, the south Texas region (Upper
Gulf Coast and Coastal Bend) which generates over 700,000 bales, and the Rio Grande Valley area which generates
over 200,000 bales, Togcther these areas support the production of over 1.1 million bales.

According to information provided by the “QOffice of the State Chemist”, cottonseed from these three repions will
generally test positive for aflatoxin, and between 15 to 80% of tlie cotionseed will exceed 20 ppb.  As an exampie,
in 1997 and 1998 ovcr 80% of the cottonsecd from these regions testcd greater than 20 ppb, and in 2001 less than
15% exceeded 20 ppb. When aftatoxin levels in cottonseed exceed the 20 ppb limit, the value of the seed is severely

discounted (in most cases by greater than 50%;), translating into several million dollars lost to producers and the .

cottonseed industry. Morcover, due to extremely low prices for cotton lint ir: current and near-future markets, any
discounts in cottonseed value further reduces profitability at the farm level. '

Presently, there are no known means of reducing/eliminating aflatoxin contamination on any crop. The use of
atoxigenic sirains of Aspergilius flavus have proven 1o be very effective in combating aflatoxin problems in Arizona.
Considerable cumulative acres have been treated in Arizona with no reporied adverse effects. Multi-year air
sampling studies have demonstrated that thie atoxigenic strain AF36 has displaced the aflatoxin producing strains
witlt no increase in total fungus in the enyironment.

Recent research conducled in the Coastal Bend rcgion of Texas in 2000, 2001 and 2002 with the AF36 strain has
also been very successful, Consequently, it is imperative that EPA grant permanent registration for Aspergitius
Sflavus AF36 since this is the only means of eliminating aflatoxin problems in Texas cotionsecd.

Based on previous research in Arizona and Texas, and the success of the area-wide program in Arizona, the granting

of this registration for AF36 will serve as a major step in reducing aflatoxin problems in Texas cottonseed. 1
strongly support the registration for AF36 and urge the EPA to grant its approval,

Respectfully,
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Robert G. Lemon

Associate Professor

and Fxtension Agronomist - Cotlon
Departiment of Soil and Crop Sciences
Texas A&M University

College Station, Texas 77843.2474
r-lemon@iamu.edn

ce: Dr. Travis Miller
Dr. Mark Husscy
Dr, Peler Cotty
Dr. James Supak
Mr. Jeff Nunley
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Arizonn Bepariment of Agriculture
1688 West Adams
Phocnix, Ariznna 85407
Phone: (602} 542-0954 Fax: (602) 542-0466

Marely 21, 2003

Public laformation and Records Integnly Branch
Qffice of Pesticide Programs

. S. Emvirominenial Protection Agency (7502C)
1200 Pennsylvania Averme, NW

Washinglon, DC  20460-0001

ATTENTION: OPP-2003-0048

The purpose of (his letter is 1o support the registration of Aspergifius flavus AF 36 for use on cotion lo
reduce populations of other strains of this fungus that preduce aflaloxin. Aflatoxin contamination is a
chroni¢ problem in colton grown in our low desert areas. We as a stale agency need (o admimster a
comprehensive monitoring program {o profeet animal feeds from contamination with this substance.
While the contamination can be the result of post harvest handling of cottonseed, much of our afialoxin
probleni can be traced (o preharvest origins,

We feel that use of strain AF 36 as outlined in the experimental use permil 69224-EUP-1 significantly
reduces the levels of aflatoxin present al harvest, Once introduced into an area, AF 36 maintains ilself
over several years, making reapplication unnecessary. This reduces grower costs, a timely bonus given
the low prices currently paid for even premium guality cotton. This same attribute of AF36 makes il

unlikely Lo attract the interest of commercial pesticide producers since a single treatment remains effcetive

over so long a time period, limiling polential sales demand. Availability of AF 36 along with the other
highly scleetive and effective pest control options such as genctically engincered cotton and insccl growth
regulators will enable our growers (o produce superior quality cotton utilizing historically low volumes of
pesticide. - .

Sincerely yours,
Edwin W. Minch
Edwin W. Minch

Environmenltal Specialisgl
Ed.minch@agric.state.az.us
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Public Information and Records Integrity Branch (P1R1B) March 20, 2003
Information Resources and Services Division (7502C) -

Office of Pesticide Programs (OPP)

Environmental protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460-0001

opp-dockei(@epa. gov
Attention: Docket ID Number OPP-2003-0048

Re: Docket YD Number QPP-2003-0048; Comments on Aspergilius flavus AF-36
Registration Application (68 FR 11841; 3-12-83)

Dear Madam or Sir;

The National Cotton Council (NCC) supports this application from IR-4 (on behalf of The
Arizona Cotton Research and Protection Council, Phoenix, AZ) to register the naturally
occurring non-aflatoxin-producing microbial pesticide product Aspergiflus flavus AF 36,
NCC is the central trade association of the U.S. cotton industry, representing producers,
ginners, oilseed crushers, merchants, cooperatives, warehouses, and textile manufacturers
in 18 states. On average, NCC members produce and gin over 17 million bales of cotton
and NCC cottonseed members handle over 6.5 million tons of cottonseed for oilseed
processing and dairy feeding. '

Full Section 3 registration for A. flavus AF-36 in both AZ and TX is very important to the
economics of cotton production and reduction of toxigenic Aspergilius flavus and
aflatoxin contamination of cottonseed in AZ and South TX. There are no other
management techniques available that control toxigenic 4. flavus contamination of cotton
prior to harvesting. Post-harvest treatments (e.g., ammoniation} are not economical and
have not obtained full regulatory approval from the U.S. Food and Drug Administration
(FDA). This research using atoxigenic strains of 4. flavus to displace aflatoxin-producing
strains of A. flavus represents a scientifically valid biocontrol approach for reducing
toxigenic A. flavus and aflatoxin contamination and also has great potential for other crops |
(e.g., corn, peanuts, pistachios, elmonds, walnuts, and figs). This fungal material is already
part of the naturally occurring microftora in the fields in AZ and South Texas and does
not increase the amount of 4. flavus in the field, so there are no unanticipated
environmental or human affects.
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Aflatoxin contamination of cottonseed causes significant economic losses (at least
$50/acre) to cotton producers, ginners, brokers, and oil mills in AZ and TX by reducing
the value of this commodity (see I. Robens The Cost of Mycotoxin Management fo the
USA: Management of Aflatoxins in the United States, paper presented at Annual Meeting
Am. Pytopath. Soc. Aug, 2001). Contamination of cottonseed and cottonseed meal
severely restricts its use in feeding. If feed to dairy cattle, the aflatoxin can be metabolized
and passed into the milk making the milk an adultrated product, according to the FDA,

NCC urges EPA to grant this petition to register the naturally occurring non-aflatoxin-
producing microbial pesticide Aspergillus flavus AF 36. Aspergillus flavus AY 36 should
be registered for use on commercial cotton fields in AZ and TX as soon as possible, so

that this valuable research can be used this year. If there are questions please contact me at

202-745-7805 or by e-mail at pwakelyr@colion.org.

ﬁ/wm

Phillip J. Wakelyn, Ph.D,
Senior Scientist, Environmental Health and Safety
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Arizona Cotton ﬁ.ﬁ?vu% 3 /06 /075

Growers Association

March 25, 2003

Public Information and Records Integrity Branch {PIRIB) (7502C)
Office of Pesticide Programs (OF°P)

Environmental Protection Agency

t200 Pennsylvania Ave,, NW

Washington, DC 20460-0001

RE: Docket ID Number OPP-2003-0048
Aspergillus flavus AF36 Registration Application (68 FR11841; 3.12.03)

Dear Sir or Madam:

The Arizona Cotton Growers Association supports the application for full registration of Aspergillus flavus
AF36 for use in Anzona and Texas. The Association has been deeply involved in the development and
implementation of the technology on Arizona cotton since 1886, During this time the Association has
observed the biclogical and economic benefits of AF36 treatments, Additionally, the Association has
received no reports of adverse effects either from its grower communlty or the pubhc at large under
extensive experlmental use condltlons :

Full scale utlllzatlon of AF36 in both Texas and Arlzona is very important to the reduction/elimination of
aflatoxin contamination of cotton in these states, where significant economic losses to cotton farming have
been reported since the 1880's. This research using non-foxic strains of Aspergillus flavus to displace
aflatoxin-producing strains also has great potential for other crops such as com and peanuts and is the only
contral mechanism of its kmd natlonWIde o : . :

The Anzona Cotton Growers Assomatlon urges EPA to grant fu1| reglstratlon for Aspergrﬂus ﬂavus AF36 for
use on commercial cotton f elds in Anzona and Texas If there are questicns please contact me at (602)
437-1344, S -

Sincerely,

Rick Lavis ..
Executive Vice Fresident

4139'5. Broadway / Phoenix, Arizona 85040 / (602) 437-1344
FAX (602) 437-5401
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South T exas Cotton and Grain Association, Enc.

PO Box 4881 » Viewor, Texns 779031881 o Telephoae (361) 375-B0631 © Fix: (361 372-0960

March 31, 2003 ¢
Publi : , n G R

ublic Information and Records lutegrity Branch (PIRIB) fet
Information Resources and Services Division (7502C)
Office of Pesticide Programs FOCINngudezsd k,% /(7)»
U.S, Environmental Protection Agency : "
1200 Pennsylvania Ave.,, NW

Washington, DC 20460-0001

RE: Docket ID Number OPP-2003-0048

South Texas Cotton and Grain Association submits these coimments to strongly support the
application to register the naturally occurring non-aflatoxin-producing microbial pesticide
Aspergillus flavus AF36.

South Texas Cotton and Grain Association is a trade association representing producer members
who farm cotton and grain crops in the 33 counties in the Coastal Bend of South Texas. Cotton
is a primary crop for our producers and cottonseed is a valuable byproduct of cotton production.

Aflatoxin is a perennial problem for farmers in South Texas and contamination of cottonseed
costs producers millions of dollars each year in lost of value. Work done in Arizona has shown
that applying atoxigenic strain AF36, which occurs naturally in fields, is effective in reducing the
amount of aflatoxin in cottonseed by displacing toxin producing strains (especially the S-strain
of Aspergillus flavus) without increasing the total amount of fungus in the environment,

Texas is similar to Arizona in that the atoxigenic strain AF36 occurs naturally in South Texas
fields. Texas is also similar to Arizona in that the S-strain of Aspergillus flavus is the pnmary
cause of aflatoxin contamination in cottonseed. Experiments in Texas using very small test plots
have shown that applying Asperg:h’m Sflavus AF36 is effective in reducing the level of the S-
strain. _

Presently, there are no alternative methods available to producers to reduce aflatoxin producing
fungi in cotton fields, Based on the success of an area-wide program in Arizona, as well as
results from experiments in South Texas, the registration of Aspergillus flavus AF36 will provide
a means for Texas cotton producers to reduce their economic losses from aflatoxin
contamination of cottonseed. Qur association strongly supports the application to register
Aspergillus flavus AF36 and urges the EPA to.grant its approval,

Sincerely, *

%f;—-f g

“E1SHf Nunley i p
Exacutive Director
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0= The Agriculture Program
THE TEXAS A&M UNIVERSITY SYSTEM - EXPERIMENT STATION
Feed and Fertilizer Control Service - Agricultural Analytical Services s

PO.Box 3160 —a

Callege Station, Texas 77841-3160 : 2003
Phone 972.845.1121 Fax 979.845.1389 Aprit 7,
Web: otscweb.amu.edu

Public Information and Records Integrity Branch {PIRIB) {7502C)
Office of Pesticide Programs {OPP)

Environmental Protection Agency

1200 Pennsylvania Ave., NW

Washington, DC 20460

' ﬂ'r;‘:f*"r‘rwu’c’, 9/ 7/65

Attn: Docket ID Number OPP-2003-OO48

. To Whom It May Concern:

The Office of the Texas State Chemist has the responsibility for ensuring that grains and oilseeds used in
animal feed meet federal and state standards for levels of aflatoxin. Despite the cooperative effort of
farm organizations, the industry and this Office to minimize the effect of aflatoxin contamination in feed
ingredients over the last 14 years, there has still been severe economic loss from infestations of A flavus.
Currently the only method for preventing or minimizing aflatoxin contamination of cottonseed or other
grains and oilseeds is ammoniation; the proposed procedure - a biolegical control - does not require the
use of synthetic chemicals.

This Office strongly supports the application for Registration of the Microbial Pesticide Aspergiifus
flavus AF36 to reduce aflatoxin contamination of cotionseed. Commercial use of this biological contro!
agent developed from the non-toxin-producing, naturally occurring strain (AF-36) could greatly benefit
animal and human health, increase food safety and reduce economic losses 1o producers, processors
and end users associated with aflatoxin contamination of cottonseed. It would also reduce the regulatory
burden the State of Texas must now assume to ensure proper disposition of aflatoxin-contaminated

. grains and oilseeds.

Our Office monitors both feed ingredients and manufactured feeds for all types of domestic livestock.
The control of aflatoxin in raw feedstuffs is an important part of our state-federal-industry feed quality and
safety partnership. While the presence of aflatoxin varies by years and locations, the levels of this
contamination are of particular concern in the southern and central regions of Texas. AF-36 would be
the first commercially available product with potential to reduce aflatoxin contamination of cottonseed in

" Texas and Arizona.

r. James R. Supak
“" Associate Director, Texas
Agricultural Experiment Station

cc.  Dr. Peter Cotty
Mr. Jeff Nunley
Dr. Charles Scifres
Dr. Frank Gilstrap
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Petition to Establish an Exemption from a Tolerance
for a Certain Pesticide Microbial Agentin or on
Food

Comments from the Texas A&M University
Agricultural Research & Extension Center Re:
Aspergillus flavus AF36

Comments From the Texas Cooperative Extension
(Texas A&M Univ.) Re: Aspergillus flavus AF36;
Notice of Filing a Pesticide Petition to Estabiish an
Exemption from a Tolerance for a Certain Pesticide
Microbial Agent in or on Food

Comments From The South Texas Cotton and
Grain Assoc. Re: Aspergillus flavus AF36; Notice of
Filing a Pesticide Petition to Establish an Exemption
from a Tolerance for a Certain Pesticide Microbial
Agentin or on Food

Comments From The Arsizona Colton Growers
Assoc. Re: Aspergillus flavus AF36; Notice of Filing
a Pesticide Petition to Establish an Exemption from
a Tolerance for a Certain Pesticide Microbial Agent
in or on Food

Comments from the Arizona Dept. of Agriculture

204/4/03 2:25 PM




OPP-2003-0020 Docket ndex
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OPP-2003-0020-0013 03- 14-2003 Public Comment

OPP-2003-0020-00 14 03- t4-2003 Public Comment
Public Comment

OPP-2003-0020-0015

OPP-2003-0020-0016 03-13.-2003 Public Comment

OPP-2003-0020-0017

Public Comment

QOPP-2003-0020-0018 03- 13-2003 Public Comment

httpi//smoky.rtpne. epa.gow/RightSite/dk_p...ckel_collection& ACL=cdf&cld=0PP-2003-0020

Re: Aspergillus flavus AF36; Notice of Filing a
Pesticide Petition to Establish an Exemption from a
Tolerance for a Certain Pesticide Microbial Agent in
or on Food

Comments from the Nafional Cotton Council Re:
Aspergillus flavus AF36; Notice of Filing a Pesticide
Petition to Establish an Exemption from a Tolerance
for a Certain Pesticide Microbial Agentin or on
Food

Comments from the SRS Farms Re: Aspergillus
flavus AF35; Notice of Filing a Pesticide Petition to
Establish an Exemption from a Tolerance for a
Certain Pesticide Microbial Agentin or on Food

Comments from the Yuco Gin, Inc. Il Re:
Aspergillus flavus AF38; Notice of Filing a Pesticide
Petition to Establish an Exemption from a Tolerance
for a Ceriain Pesticide Microbial Agentin or on
Food

Comments from the Grower's Mohawk Gin, Inc. Re:
Aspergillus flavus AF36; Notice of Filing a Pesticide
Petition to Establish an Exemption from a Tolerance
for a Certain Pesticide Microbial Agent in or on
Food

Comments from the Chandler Ginning Co. Re;
Aspergillus flavus AF36; Notice of Filing a Pesticide
Petition to Establish an Exemption from a Tolerance
for a Ceriain Pesticide Microbial Agentin or on
Food
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MAILING ADDRESS: P. 0. Box 3120

A Grower Owmed Ginning Associalion

5878 North

Elaven Mile_ Ceomer Ad

GENERAL MGH:
e Sale
slon # t1

GIN MGR:
Kim Vale
Extension # 12

QFFICE MGRH:
Ginny Hoefar
Extension # 10

BOQKKEEPER:
Mike Strong
Extension # 13

BOARD OF
DIRECTORS:
Mark Paze
Vice-President:
Scolt Riggins

Dan Thelander

Treasurer:

Lag Tregaskes

Mark Dobson
Max Koepnick
Marcus Martin
George Peterson
La Smith

CpiiE s

C. hices wdler ginm'ng Co. T

Casa Grande, AZ 85222-0120
Phone & Fax (520) 723-4934

h i
March 26, 2003 APR - 03

r I
Porlso 2197 Jo %
Public Information and Records Integnty Branch (PIRIB) (7502C)
Office of Pesticide Programs (OPP)
Environmental Protection Agency,
1200 Pennsylvania Ave., NW,
Washington, DC 20460-0001

RE - Dogket ID Number OPP-2003-0048; Aspergillus flavus AF36
Registration Apphcation (68 FR11841 3- 12 03)

Dear S;r or Madam

The Arizona Cotton Ginners Association supports the above referenced
application-for the registration for. the use of Aspergilius flavus AF36
designed to reduce aﬂatoxm contamination of cottonseed.

Field research demonstrates that economic losses can be dramatically
reduced through the use of this promising biological control method.

. Because it eliminates the use of synthetic chemicals, it is both user and
environmentally friendly.

Until recently, there has been no technology available for the prevention of
aflatoxin contamination in cotfonseed grown on approximately 300,000 acres
of cotton in Arizona. The establishment of atoxigenic strain technology
(AF36) has already proven to be successful in cotton and could be readily
adapted to other agricultural crops such as peanuts and corn, thereby
enabling this method to have an enhanced beneficial economic impact on
American agriculture. '

Several member gins of our Association have experienced very positive

- results as a result of AF36 use by the growers. For this and the other
reasons listed above we strongly recommend a timely approval of the
registration process which would allow Aspergillus flavus AF36 to be used
commercially throughout Arizona and Texas.

e X e

&%"M <7 da ok AZ Cotto\;_",m :

!

Very truly yours,

/5]
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FARMER'S GIN, INC.

3825 8. 99TH AVE « TOLLESON, ARIZONA 85383 - OFFICE: (623) 936-8505 « GIN: {623} 386-2020 OR {823) 386-5899 i

March 26, 2003

Public Information: and Records Integrity Branch (PIRIB) (7502C)

Office of Pesticide Programs (OPP) APR -1 2003
Environmental Protection Agency
1200 Pennsylvania Avenue, NW y”('abw-/{u 5/3 / %‘:_fz—,

Washington, DC 20460-0001

Re:  Docket [D Number OPP-2003-0048: Aspergillus flavus AF36 Regristration
Application (68-FR11841;3-12-03)

Dear Sir or Madam:

This letter is my written comment on the application for registration of Aspergillus flavus AF36
for the prevention of aflatoxin contamination of cottonseed in Arizona.

[ am a cotton farmer and the President of Farmer’s Gin, Inc. Historically, over 50 percent of the
cottonseed produced at our gin has tested higher than 20 ppb of aflatoxin. The majority of our
12,000 ton annual production goes to the dairy feed market. I estimate our losses at $100,000 per
year due to the higher levels.

High levels of aflatoxin are a serious problem in Arizona. The high levels reduced the value of
the seed and place the séllér at risk legally if subsequent tests show higher levels of
contamination than that certified at the time of the sale. Several lawsuits and state regulatory

administrative actions have occurred in recent years pitting dairymen and regulators agamst seed
brokers, gins and cotton’ farmers.

There are no products currently on the market that will reduce or prevent aflatoxin contamination
in any crop. There are-also no cultural practices or biological controls that help reduce the levels.

The registration of Aspergillus flavus AF36 will be the first product available for reducing
aflatoxin contamination of cottonseed Thls product 18 needed by the industry in Arlzona and in

Texasaswell - 0

[ am pleased to hear that the product is not a synthetic chemlcal buta naturally occumng strain
of Aspergillus that does not produce: aﬂatoxm and replaccs the strams that do. o

I strongly support the registration of AF36.

Singerely,

F. Ronald Rayner, President

G LOCATION: TURNER ROAD % MILE SQUTH OF BASELINE - BUCKEYE, ARIZONA 294




Anderson Clayton Corp.
2226 W NORTHERN AVE.. SUITE C201 » PHOENIX. AZ 8302

PHONE (D2} R4 2111 ¢ FAX (0112} 8412444 —
oAl
March 27, 2003
A..: - } I{ LJS
Public Information and Records Integrity Branch (PIRIB) (7502C) : 217 3
Office of Pesticide Programs (OPP) p[*;hl.fpu-l« 3)37 /

Enviromnental Protection Agency
1200 Pennsylvania Avenue NW
Washington, DC 20460-0001

RE:  Docket ID Number OPP-2003-0048; Aspergiilus flavns AF36 Registration  Application
(68 FR11841; 3-12-03) '

Dear Sir or Madam:

The Anderson Clayton Corporation is writing to support the registration of Aspergilius flavus AF36 for
the control of aflatoxin in Arizona cottonseed.

Our company conducts extensive cottonseed ginning and sales operations in Arizona wherc aflatoxin
contamination has plagued growers for more than 30 years. This contamination has resuited in lost
revenue and profit to Anderson Clayton, its raw material supplicrs (cotton producers) and cottonseed
feeders (primarily dairics) and cottonseed products consumers (again, primarily dairy, but other feed
consumers as well).

The extraordinary fluctuations of aflatoxin contamination have resulted in losses for Arizona cotton
producers in the millions of dollars.

It is our experience that no products are approved or even currently exist for treatment of any crop to
prevent aflatoxin contamination in the field. Aspergiilus flavus AF36, a biological control using no
synthetic chemicals, is the first product available for reducing such contamination in cottonseed.

As a company that has directly and indirectly been affected by aflatoxin contamination of cottonseed, we
have long tracked and supported the USDA ARS work conducted by Dr. Peter Cotty on aflatoxin in
cottonsced and other agricultural commodities. Having seen first hand the negative financial exposure
and impact aflatoxin contamination can have on our customers as well as our company, wc strongly urge
registration of 4spergitius flavus AF36 on cotton in Arizona and Texas.

Sincerely,

W —
Jeffery ). Ballentine : '
V. P, Arizona Operations

4D/




Attached You Will Find an Updated Tndex for Your Docket:

Docket # (FF 05 o £ Date Index Sent: 477 — 4 2mn
[ 1D = LA EoAOng

TO VIEW THE CONTENTS OF YOUR DOCKET and DOWNLOAD ANY COMMENTS
RECEIVED, LOG ONTO EDOCKET A'T: intranet. epa.gov/edocket,
Do a “Ouick Search” for docke( Qj&ﬁ%ﬁz@@d}
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Attached You Will Find an Updated Tndex for Yonr Docket:

[ Y B
L Dacket # 200 9003 000K

Date Index Sents ;51 -~ 2

TO VIEW THE CONTENTS OF YOUR DOCKET and DOWNLOAD ANY COMMENTS
RECEIVED, LOG ONTO 1"31)()(325’}1?1‘ AT: intl_‘ar}c?t.epm_a”;qow‘edocket‘
Do a *Guick Search” for docket -é?p‘ﬂ—--pé‘éf{g"g’ﬁvf?lf
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OPP-2003-0048 Docket Index http:/fsmoky.ripne.cprgowRightSite/dk_p...cket_collection&ACL=cdf&cld=0PP-2003-0048

L _—

OPP-2003-0048 Docket Index

Legacy ldentifier; OPP-2003-0020
Title: Pesticide Product; Registration Application

Displaying 1- 10 of 10 Documents Found

Document [D Date Type Title
QPP-2003-0048-0001 03-12-2003 Federal Register Pesficide Product; Registration Application
OPP-2003-0048-0002 05-26-1999 Support-Background SiPe 0L s Flavus AFSS: Pesticide Tolerance
Aspergillus Flavus Af36; Extension of Temporary
Exemption from the Requirement of a Tolerance
Aspergillus Flavus Af36; Amendment, Temporary
Exemption from the Requirement of a Tolerance
Aspergillus Flavus AF36 ai#006456 Pending

OPP-2003-0048-0005 12-23-2002 Support-Background Section 3 Registration Number 71693-R, Petition

8E5001

. Aspergillus flavus AF38; Notice of Filing a Pesticide

) ) _ Petition to Establish an Exemption from a Tolerance
OPP-2003-0048-0006 02-14-2003 Support-Background ¢ '~ o tain Pesticide Microbial Agent in or on

Food

Comments from 1he Chandler Ginning Co. Re:
Pesticide Product; Registration Applicalion

Comments from 1he Farmer's Gin, Inc. Re;
Pesticide Product; Registration Application

! } ) ey . Commenis from the Anderson Clayton Corp. Re:
OPP-2003-0048-0009 03-27-2003 Public Comment Pesticide Product: Registration Application

OPP-2003-0048-0010 Cormments from the Grower's Mohawk Gin, Inc. Re:

OPP-2003-0048-0003 05-23-2001 Support-Background

OPP-2003-0048-0004 07-17-2002 Suppori-Background

OPP-2003-0048-0007 03-26-2003 Public Comment

OPP-2003-0048-0008 03-26-2003 Public Comment

10f 1 , 209§4/03 3:06 PM




*Personal privacy information*

Mike Braverman To: Peter Cotty <pjcotty@srrc.ars.usda.gov>, Shanaz

<braverman@AESQOP, Bicchus/DC/USEF’A/USﬁEPA
RUTGERS.EDU> ol

. ject: RE: / I/cot il
06/16/03 09:51 AM Subject: RE: AF36/cottonseed meal/cottonseed o

Shanaz
In relation to guestions A and B below...

A. 8ee MRID 43763403 page 624 which is from a journal article: Influence of
Field Application of an atoxigenic strain of A. flavus on the populations of .
A. flavus infecting cotton bells and on the aflatoxin content of cottonseed.

There is no change in the total population of A. flavus compare to the
control due to treatment with AF36 only the composition . In addition direct
feeding in mamalian acute oral studies showed no adverse affect.

Furthermore, the fungus is killed during oil extraction with organic solvent
such as hexane, the leftover part is the cottonseed meal

B. This is what constitutes efficacy. There is no increase in aflatoxin due
to treatment with AF36, there is a decrease. See the same article cited
above. Aflatoxin is not oil soluble and thats why it stays with the meal.

Michael Braverman, Ph.D

Biopesticide Coordinator

IR-4 Project, Rutgers University
Technology Centre of New Jersey

681 U.S. Highway 1 South

North Brunswick, New Jersey {(B83%02-3330
Tel (732)932-9575 ext 610

FAX (732}932-8481
braverman@aesop.rutgers.edu

IR-4 Website www.cook.rutgers,edu/-ir4

----- Original Message-----
From: Bacchus.Shanaz@epamail.epa.gov
[mailto:Bacchus.Shanaz@epamail.epa.gov]
© 8ent: Sunday, June 15, 2003 12:16 PM
To: Mike Braverman
Subject: RE: AF36/cottonseed meal/cottonseed oil

Please bear with me, because I have not looked at the data submissions
and I'm looking for hard data which may be already available.

Does Peter have any data to show that:

a. AF3g, the fungus {hyphae, mycelia, conidia, etc.,} is not found in
cottonseed meal and cottonseed o0il? ©Or if there are data to show that
Aspergillus is normally found in these food commodities, do they show
that the levels of Aspergillus found in the controls are not any greater
than those treated?

b, aflatoxin levels in these food commodities (cottonseed meal and
cottonseed oil}do not change above background aflatoxin levels as a
result of treatment with AF367?

I am preparing che final documents for Janet to send up to Jim Jones for
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gignature. It may & tight call to give you final word from JJones on
Wed. since I plan on putting the whole package on Janet's desk on Tues
a.m. However, this week is it. As you can see, I'm working on it
today, Sunday, proofing, editing, finalizing. You will get a chance to
look at the BRAD before it goes on the Web.

Please call me at home (301-%24-7114) where I'll be working on Monday

morning.

Thanks for your patience and for answering all these nagging guestions.
Sincerely,

Shanaz Bacchus, Chemist/RAL

BPED/OPP :
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ENVIRONMENTAL PROTECTION AGENCY

40 CFR Part 180
[OPP-2003-0138; FRL~7311-6]

Aspergillus flavus AF36; Exemption from the Requirement of a
Tolerance ' ' :

AGENCY: Environmental Protection Agency (EPA).

ACTION: Final rule.

SUMMARY: This regulation establishes an exemption from the

requirement of a tolerance for residues of the microbial antifungal agent

Aspergillus flavus AF36, a non-aflatoxin-producing member of the ‘
.natura ly-occurring genus of fungi Aspergillus, in or on the food/feed

commodity cotton when the pesticide is used according to its label v

instructions as a prebloom application. The Interregional Research

Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and

Protection Council, submitted a petition to EPA under the Federal Food,

Drug, and Cosmetic Act (FFDCA), as amended by the Food Quality

Protection Act of 1896 (FQPA), requesting an exemption from the

requirement of a tolerance. This regulation eliminates the need to

establish a maximum permissible level for residues of Aspergillus flavus

AF36 in or on cotton and its food/feed commeodities.

DATES: This regulation is effective [insert date of publication in the

Federal Register]. Objections and requests for hearings, identified by

docket ID number OPP-2003-0138, must be received on or before
. linsert date 60 days after date of publication in the Federal Register].

ADDRESSES: Written objections and hearing requests may be submitted
by mail or through hand delivery/courier. Follow the detailed
instructions as provided in Unit IX. of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (7511C), Environmental Protection
Agency, 1200 Pennsylvania Ave., NW., Washington, DC 20460-0001;
telephone number: (703) 308-8097; e-mail address:
bacchus.shanaz@epa.gov. :

O:HP' 8 gq‘ LM L A

STMEH, '7{0 ‘:‘r 7 20 "!'“T- ;51’( C :? S—” C-/ 7&;»’! [ ’/"_’C'//C ?{[(C —’
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ENVIRONMENTAL PROTECTION AGENCY

40 CFR Part 180
[OPP-2003-0138; FRL~7311-6]

Aspergillus flavus AF36; Exemption from the Requirement of a

- . Tolerance

AGENCY: Environmental Protection Agency (EPA).

ACTION: Final rule.

SUMMARY: This regulation establishes an exemption from the

requirement of a tolerance for residues of the microbial antifungal agent

Aspergillus flavus AF36, a non-aflatoxin-producing member of the
.naturally-occurring genus of fungi Aspergillus, in or on the food/feed
commodity cotton when the pesticide is used according to its label
instructions as a prebloom application. The Interregional Research

Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and

e

Protection Council, submitted a petition to EPA under the Federal Food,

Drug, and Cosmetic Act (FFDCA}, as amended by the Food Quality
Protection Act of 1896 (FQPA), requesting an exemption from the
requirement of a tolerance. This regulation eliminates the need to-

establish a maximum permissible level for residues of Aspergillus flavus

AF36 in or on cotton and its food/feed commodities.

DATES: This regulation is effective [insert date of publication in the

Federal Register]. Objections and requests for hearings, identified by

docket ID number OPP-2003-0138, must be received on or before
. linsert date 60 days after date of publication in the Federal Register].

ADDRESSES: Written objections and hearing requests may be submitted
by mail or through hand delivery/courier. Follow the detailed

instructions as provided in Unit IX. of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division {7511C), Environmental Protection
gency, 1200 Pennsylvania Ave., NW., Washington, DC 20460-0001;
eTephone number: {703) 308-8097; e-mail address:

A
t

bacchus.shanaz@epa.gov.
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Attachment #2: OPPTS Docket Verification and Certification Form

U. S. ENVIRONMENTAL PROTECTION AGENCY
(3‘%5 OFFICE OF PREVENTION, PESTICIDES, AND TOXIC SUBSTANCES
Ny (OPPTS)
A 1200 Pennsylvania Avenue, N.W., Washington, D. C. 20460

DOCKET VERIFICATION.AND CERTIFICATION.FORM
For Intemal QPPTS Use Cniy Co

Title of Action: ﬁfp@;%f s _f/ez eus AF34 Er«:mﬁ:m -/;m%e /Zﬂ-gu,cremﬂj?'{a folemtuce.
RIN# 2070. | DocketID#:-0 PP 2603~ 0/ 3¢ FRL#:
Contact Informaticn: | Name: Shawaz. B ce lccs ' | Phone: 743 -325-82F 7

Legacy Information: |0fP2c03- 05’45 0FPaco3-0020

Program Lead’s Vert;f'catlon | have rev:ewed the docket and verifed

the following:
g Altofthe documents |dent1ﬁed in the attached Docket Index have been submitted to the
appropriate Qocket Manager for inclusion in the docket identified above.
O  Decuments cantaining copyrighted, CBI or otherwise protected information have been identified
to 2llow for *special” processing by the docket.
‘B The material has been assembied in a useable form to support the document being pubiished
in the FEDERAL REGISTER.

¥ Comments. ho S.u.PP /P/docmmf_,c#

{ Date: é@g Imtlals Jg@yw Phaone: 793"343?:@?7

Docket Manager's Venfcatlongnd Sign-off: | hereby confirm the

following:
O The Docket |D # identified above malches our records.
g ._The documents identified in the attached Docket (ndex have been received by the Docket
g The documents have been progery precessed for inclusion in EPA Dockets, as appropriate.
/ The documents glther already are in the docket gr are being process for inclusion in the docket. | -
Comments: V0 S\H\f(’c (" SIT /j
Date: L/ Z ‘Zf&\:p Signature: //7 A_fB‘\’(] Phone;}b’f‘é 1
"‘-u.....__) Al £
F‘rog ram Lead’s Certifi catMreby certify that;
| have completed the verification above.
a | have submitted to the DM ali of the deccuments that | identified neaded to be updated. ar
added to the docket.
QO ihave obtained the OM's sign-off.
8  The docket is compilete and ready for public release.
@ Comments: Ao gbtp/;.,,-}" Ao .

pate: a /) / £3 Slgnature j[\#f_(. \.;—1-_:/1* e Pho_r;z 3‘3¢5“ > ? 7
- \ -
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ENVIRONMENTAL PROTECTION AGENCY
40 CFR Part 180
[OPP-2003-0138; FRL~7311-6]

Aspergillus flavus AF36; Exemption from the Requirement of a
Tolerance

AGENCY: Environmental Protection Agency (EPA).
ACTION: Final rule.

SUMMARY: This regulation establishes an exemption from the
requirement of a tolerance for residues of the microbial antifungal agent
Aspergillus flavus AF36, a non-aflatoxin-producing member of the
naturally-occurring genus of fungi Aspergillus. in or on the food/feed
commodity cotton when the pesticide is used according to its label
instructions as a prebloom application. The Interregional Research
Project Number 4 (IR-4), on behalf of the Arizona Cotton Research and
Protection Council, submitted a petition to EPA under the Federal Food.
Drug, and Cosmetic Act (FFDCA), as amended by the Food Quality
Protection Act of 1996 (FQPA). requesting an exemption from the
requirement of a tolerance. This regulation eliminates the need to
establish a maximum permissible level for residues of Aspergillus flavus
AF36 in or on cotton and its food/feed commodities.

DATES: This regulation is effective {insert date of publication in the
Federal Register]. Objections and requests for hearings, identified by
docket ID number QPP-2003-0138, must be received on or before
linsert date 60 days after date of publication in the Federal Register].

ADDRESSES: Written objections and hearing requests may be submitted
by mail or through hand delivery/courier, Follow the detailed
instructiens as provided in Unit IX. of the SUPPLEMENTARY INFORMATION.

FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (7511C), Environmental Protection
Agency. 1200 Pennsylvania Ave., NW., Washington, DC 20460-0001;
telephone number: (703) 308~8097; e-mail address:
bacchus.shanaz@epa.gov.

SUPPLEMENTARY INFORMATION:

I. General Information
A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or pesticide manufacturer.
Potentially affected entities may include. but are not fimited to:
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» Crop production (NAICS code 111)

¢ Animal production (NAICS code 112)

¢ Food manufacturing (NAICS code.31 i)

¢ Pesticide manufacturing {(NAICS code 32532)

This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this action.
Other types of entities not listed in this unit could also be affected.
The North American Industrial Classification System (NAICS) codes
have been provided to assist you and others in determining whether
this action might apply to certain entities. To determine whether you
or your business may be affected by this action, you should carefully
examine the applicability provisions. If you have any questions
regarding the applicability of this action to a particular entity, consult
the person listed under FOR FURTHER INFORMATION CONTACT.

B. How Can I Get Copies of this Document and Other Related
Information?

1. Docket. EPA has established an official public docket for this
action under docket identification (ID) number OPP~-2003-0138. The
official public docket is intended to serve as a repository for materials
(i.e.,documents and other information) submitted to the Agency in
connection with this action and/or relied upon by the Agency in taking
this action. Although a part of the official docket, the public docket
does not include Confidential Business Information {(CBI} or other
information whose disclosure is restricted by statute, The official public
docket is available for public viewing at the Public Information and
Records Integrity Branch (PIRIB}, Rm. 118, Crystal Mall #2, 1921
Jefferson Davis Hwy., Arlington, VA, This docket facility is open from
8:30 a.m. to 4 p.m., Monday through Friday, excluding legal holidays.
The docket telephone number is (703) 305-58035. To the extent that a
particular document is not located in the official public docket, consult
the persan listed under FOR FURTHER INFORMATION CONTACT.

The legacy docket for this case is OPP-2003-0020, which was set
up in connection with the Notice of Filing of this pesticide petition.
8E5C01. It contains the Federal Register Notice dated February 14.
2003, (68 FR 7554). which was published to announce this petition,
other relevant Federal Register documents associated with the
exemption from temporary tolerance which preceded this permanent
exemption from tolerance, and comments received in response to the
publication of this petition, '

2. Electronic access. You may access this Federal Register
document electronically through the EPA Internet under the “Federal
Register”’ listings at htp://www.epa.gov/fedrgstr/. A frequently updated
electronic version of 40 CFR part 180 is available at http://
www.access.gpo.gov/nara/cfr/cfrhtml_00/Title_40/40cfr180_0C.html, a
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beta site currently under development. To access the OPPTS
Harmonized Guidelines referenced in this document, go directly to the
guidelines at http://www.epa.gov/opptsfrs/home/guldelin.htm.

An electronic version of the public docket is available through
EPA's electronic public docket and comment system, EPA Dockets. You
may use EPA Dockets at http://www.epa.gov/edocket/ to submit or view
public comments, access the index listing of the contents of the official
public docket, and to access those documents in the pubhc docket that
are available electronically. Once in the system, select ‘search.” then
key in the appropriate docket ID number. :

II. Background and Statutory Findings

In the Federal Register of February 14, 2003 (68 FR 7554) (FRL~
7289--9), EPA issued a notice pursuant to section 408 of the FFDCA,
21 U.S.C. 3464, as amended by FQPA (Public Law 104-170}, :
announcing the filing of a pesticide tolerance petition (PP 8E5001) by
Interregional Research Project Number 4 (IR-4), New Jersey Agricultueal .
Experiment Station, Techrelegy-Cermerof Newfersey, Technology } a FH
Center of New Jersey, 681 U. S. Highway #1 South, North Brunswick, e,u \.(.4.4 ie,k
NJ 08902-3390, on behalf of the Arl na Cotton Research and g
Protection Council, 372! East \é&e;r_ venue, Phoenix, AZ 85040-2933. @, te.r
This notice included a summary of the petition prepared by the
petitioner, IR-4, on behalf of the Arizona Cotton Research and
Protection Council. In response to the notice of filing of this petition,
comments in favor of the use of the pesticide were received from cotton
growers, processors and ginners, mainly from Arizona and Texas.

The petition requested that 40 CFR 180.1206 be amended by
establishing an exemption from the requirement of a tolerance for
residues of Aspergillus flavus AF36 in or on cotton and its food/feed
commodities. . /?'L

Section 408{c) (2}{A}(i) of the FFDCA allows EPA to establish an /
exemptidn from the requirement£de-a tolerance (the legal limit for a L
pesticide chemical residue in or on a food) only if EPA determines that
the exemption is “'safe.” Section 408(c){(2) (A)(ii) of the FFDCA defines

'safe’ to mean that “there is a reasonable certainty that no harm will
result from aggregate exposure to the pesticide chemical residue,
including all anticipated dietary exposures and all other exposures for
which there is reliable information.” This includes exposure through
drinking water and in residential settings. but does not include
occupational exposure. Section 408(b)(2)(C) of the FFDCA requires EPA
to give special consideration to exposure of infants and children to the
pesticide chemical residue in establishing a tolerance and to “ensure
that there is a reasonable certainty that no harm will result to infants
and children from aggregate exposure to the pesticide chemical residue.

" Additionally, section 408({b}(2}(D) of the FFDCA requires that the
Agency consider "available information” concerning the cumulative
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effects of a particular pesticide's residues and "'other substances that
have a common mechanism of toxicity.”

EPA performs a number of analyses to determine the risks from
aggregate exposure to pesticide residues. First, EPA determines the
toxicity of pesticides. Second, EPA examines exposure to the pesticide
through food, drinking water, and through other exposures that occur
as a result of pesticide use in residential settings.

1. Toxicological Profile

Consistent with section 408(b}{(2) (D} of the FFDCA, EPA has
reviewed the available scientific data and other relevant information in
- support of this action and considered its validity, completeness, and
rehablhty,and the relationship of this information to human risk. EPA
has also considered available information concerning the variability of
the sensitivities of major identifiable subgroups of consumers, including
infants and children. .

Aspergillus flavus AF36 (also referred to as AF36 ol-steainy is
a non-aflatoxin-producing or atoxigenic strain of Aspergillus flavus,
whose species are ubiquitous around the world. Some members of the
genus Aspergillus produce mycotoxins, such as aflatoxin, a potent
carcinogen produced by toxigenic strains of A. flavus. Other members
of the genus Aspergillus have been domesticated for commercial use,
Wsrch as Aspergillus nigey for production of enzymes (e.g., alpha-
‘salactosidase found m,E:éano a dietary supplement} and Aspergillus
oryzae for production of soy sauce. The subject strain of this final rule,
Aspergillus flavus AF386, is characterized as an atoxigenic strain by its
lack of production of aflatoxin. It is not vegetatively compatible with
the toxigenic strains of A. flavus, a feature which limits cross-over
potential to, and, thus, further proliferation of, the toxigenic strains.
Starter cultures, selected on the basis of the vegetative incompatibility
with aflatoxin-producing strains. are to be monitored by standard thin
layer chromatography (TLC) procedures, and visualization via scanning
fluorescence densitometry scanning [Master Record Identification
NumberTMRID) 44626101; BPPD Data Evaluation Report of Analy51s
of Samples, dated March 29, 1899 (hereinafter referred to as “BPPD
review - March 29, 1689""); BPPD Review of Supplementary Information
dated May 14, 1999 (hereinafter referred to as "BPPD review - May 14,
1989™)). In this manner, the applicant proposes to maintain batches free
of aflatoxin contamination during production. Batches contaminated
with aflatoxin, or human pathogens. or unintentional ingredients above
regulatory levels are to be destroyed. Thus, use of AF36 is not likely
to add to the environmental burden of the aflatoxin-producing strains
of A. flavus.

The pesticide is proposed for a single prebloom application once
a year to cotton fields to displace the aflatoxin-producing strains of
Aspergillus flavus from cotton. Sterilized wheat seeds, colonized with
Aspergillus flavus AF38, are to be applied at 10 b of end-use product
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(EP} {equivalent to the low rate of less than 0.01 lb active ingredient

(ai) per acre}. Within 3 days of application of the pesticide, the fiel a 3;;.‘-,:_24.-;?&
are furrow irrigated to promote germination of AF36, whichicolonizes f i {1
the cotton crop and soil, before the aflatoxin-producing strains of A.

flavus proliferate, This competitive exclusion of the aflatoxin-producing

strains does not increase the total Aspergillus population in the

environment above background levels as demonstrated in soil and air

monitoring studies. [MRIDs 45307201, 45307202; BPPD Review of Soil

and Air Monitoring Studies and Product Performance Testing (Efficacy),

dated May 15, 2003 (hereinafter referred to as “BPPD Review - May

15, 20037)], The displacement of the toxigenic strain of Aspergilius

flavus by AF36 may reduce aflatoxin contamination of cotton seed.

The toxicology and pathogenicity data generated by the petitioner
in support of this tolerance exemption, and reviewed by the Agency,
are summarized below. The following discussion of the evaluations of
the submitted studies and information indicates that exposure to the
pesticide is not likely to be greater than that which occurs normally
to other ubiquitous A, flavus strains. Submitted data also indicate no
toxicity or infectivity of AF36 in test mammalian systems. More
detailed analyses of these studies can be found in the specific Agency
reviews of the studies that are cited below.

1. Acute oral toxicity/pathogenicity (OPPTS Harmonized Guideline
885.3050; MRID 43972403). Agency evaluation of submitted acute oral
study indicates no toxicity/infectivity effects of the pesticide. Five male,
and five female Sprague Dawley rats were treated orally with the
microbial pesticide (500 milligrams/milliliter (mg/mL} or 6:3 x 103 cfu/
mL) by gavage. No clinical signs or abnormalities were noted during
the study, and the pesticide was considered to be neither toxic nor
infective following oral administration of a single dose. The acute oral
test resulted in a Toxicity Category 1V classification with a lethal dose
{LD)so greater than 5,000 milligrams/kilogram (mg/kg) body weight
[MRID 43972403; BPPD Data Evaluation Report, Acute Oral Toxicity
Study irrRats, dated April 23, 1996 (hereinafter referred to as "BPPD
Review - April 23, 1996"7}].

2. Acute pulmonary toxicity/pathogenicity (OPPTS Harmonized
Guideline 885.3150; MRID 45798201). The Agency required an
intratracheal pulmonary infectivity/pathogenicity study. This test
involves intratracheal instillation of the test material and post mortem
examination of lungs and other organs for clearance.

Three studies were submitted in support of the mammalian acute
infectivity/pathogenicity pulmonary guideline: A range finding study
and two complete acute pulmonary studies. The dose-range study
concluded that 108 cfu/rat would be a suitable test dose level for the
acute pulmonary studies [MRID 45739101; BPPD Data Evaluation
Report. dated April 02, 2003a {hereinafter referred to as "BPPD Review
- April 02, 2003a"}]. In the first acute puimonary study. conducted with
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Tween 80 as a surfactant in the test material, 26 male and 26 female
- Sprague Dawley rats (approximately 8 to 10 weeks old) each were dosed
with a single intratracheal dose of 1.2 mL/kg at 5.30 x 108 ¢fu/mL {or
1,28 to 1.63 x 108 cfu/animal}. Results from this study indicated that
the test organism was neither infective nor pathogenic, in spite of rat
mortality, which is believed to have been due to a severe acute
inflammatory response to the Tween 80 [MRID 45798101; BPPD Data
Evaluatlon Report, dated April 02, 2003a (hereinafter referred to as
“BPPD Review - April 02, 2003b™)).

In the second acute pulmonary study, which was a repetition of
the first acute pulmonary test, but was conducted without Tween 80,
25 male and 25 female Sprague Dawley rats {approximately 8 to 10
weeks old) each received a single intratracheal dose of approximately
1.2 mL/kg. Mortality of 4 rats by day 2 appeared to be attributable to
an initial dosing effect. The rest of the test animals showed an initial
response, followed by a rapid recovery indicating no toxicity. Although
some surviving rats lost weight intermittently, all surviving rats gained
weight prior to scheduled sacrifice. No clinical signs that were
considered to be due to the test organism were observed in the test rats.
Organs were examined post mortem as previously described.
Aspergillus flavus AF36 was detected in the lungs with clearance by
day 8 after dosing. No test organisms were detected in any samples from
the shelf control or inactivated test organism treated rats. Based on the
presented/submitted data, including the clearance data, the test
organism, Aspergilius flavus AF36, was considered not toxic, infective,
or pathogenic to the rat pulmonary system. The study is acceptable.

3. Acute Inhalation (OPPTS Harmonized Guideline 152-32}. The
inert is sterilized wheat seeds, comprising approximately 99% of this
pesticidal product. It acts as a matrix and nutrient source for the
germinating AF36. Because this constitutes meresaaar idEst the M4)%"
pesticide and does not contain respirable particles of less than 10
microns, an inhalation study was not required pursuant to 40 CER
158.740(¢). In addition, based on the results obtained through the acute
pulmonary toxicity/pathogenicity studies summarized immediately
above, AF36 is considered not toxic, infective, or pathogenic to the rat
pulmonary system. On the basis of this study and the nature of the inert
ingredients present. the pesticide was considered Toxicity Category Il
for acute p-u-[gﬁh&ﬁfy ffects. [MRID 45798201; BPPD Data Evaluation
Report, dated April 02, 2003c¢ {(hereinafter referred to as "BPFPD Review
- April 02, 2003¢™}].

4. Hypersensitivity incidents (OPPTS Harmonized Guideline 152-
37; MRID 45739104). The registrant submitted information (MRID
45739104) to demonstrate the lack of hypersensitivity to workers who
have been exposed during the manufacture. application. and use of the
pesticide in the research and experimental phages, No adverse
hypersensitivity reaction to AF36 was recorded feported by a state
council or six companies during use for 3 or 6 years [MRID 45739104;

ﬁ,}lﬁ;z,_

h.

309




7

BPPD Data Evaluation Report, dated April 02, 2003d (hereinafter
referred to as "BPPD Review - April 02, 2003d"")]. However, to comply
with the Agency's requirements under section 6(a)(2). any incident of
hypersensitivity associated with the use of this pesticide must be
reported to the Agency.

5. Data waivers. Data waivers were requested for the following
studies:

1. Acute dermal toxicity/pathogenicity (OPPTS Harmonized
Guideline 885.3100)

ii, Primary dermal irritation (OPPTS Harmonized Guideline
870.2500)

1ii. Primary eye irritation (OPPTS Harmonized Guideline 870.2400)

iv. Intravenous, intracerebral, intraperitoneal injection (OPPTS
Harmonized Guideline 885.3200)

v. Hypersensitivity study (40 CFR 152-36)
vi. Immune response {40 CFR 152-38)

_ With regards to the dermal and eye irritation guideline tests, it was

impractical to apply the end-use product, sterilized wheat seeds
inoculated with Aspergillus flavus AF36, as test material. Furthermore,
non-occupational dermal and eye exposures, or exposures via any of
the routes in Unit [I1.5.1.—vi., are not likely to be above naturally-
occurring background levels for the following reasons.

First, Aspergillus flavus, a saprophytic fungus, is a normal
constituent of the microflora in air and soil. The naturally occurring
soil and plant colonizer is also found on living and dead plant material
throughout the world. Aflatoxin-producing strains of Aspergillus flavus
are particularly prominent in hot, dry climates supplemented with
irrigation.and are ubiquitous components of the natural Arizona desert
ecosystem. Quantities of A, flavus typically increase during crop ,
production and the fungus occurs widely op crop debris left in the soj H@,f‘g,gf&
Shortly after application, AF36 germinates, displaces the afiatoxinﬁ-'ﬁ J
producing strains from cotton and the soil, bnd spore levels returni to '
normal background, without increase of total A. flavus. This was
demonstrated in soil and air monitoring studies submitted over multiple
years of experimental usage {(BPPD Review - May 15, 2003]. Thus
exposures to AF36 are not likely to increase above those normally
associated with the naturally occurring A. flavus background levels.

Second, the application rate is low, being less than 0.01 1b active
ingredient.-per acre, and agricultural sites are treated. thus minimizing
non-occupational and residential exposure. The proposed label rate is
less than 0.01 pound of active ingredient in 10 pounds end-use product,
or approximately 1.34 x 107 colony forming units {cfu) per acre.
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Finally, seesy drift is not expected during application based on the
large granular nature of the pesticide (i.e., sterilized inoculated wheat
seeds). In addition, only one prebloom application is made, and
cultivation is not recommended after application. Thus, once again, the
potential for non-occupational dermal and residential exposure is
unlikely.

The acute oral toxicological study demonstrated an LDsg of greater
than §,000 mg/kg with no toxicity/infectivity effects, and demonstrable
clearance from organs examined post mortem [MRID 43972403; BPPD
Review - April 23, 1996}. This rationale supported the request to waive
the acute intraperitoneal study.

A hypersensitivity study was waived since hypersensitivity
incidents were not reported from maximally exposed workers and
researchers during the research and experimental phases associated
with the use of the active ingredient, A. flavus AF36-[BPPD Review
- April 02, 2003d]. Nevertheless, reports of hypersensitivity incidents
associated with the use of the pesticide are still required to Comply with
FIFRA section 6(a)(2) requirements.

Submitted toxicity/pathogenicity studies in the rodent (required for
microbial pesticides} also indicate that following oral and pulmonary
routes of exposure [BPPD Review - April 23, 1996; BPPD Review - April
02, 2003c], the immune system is still intact and able to process and
clear the active ingredient. Thus, the request to waive the immune
response study was granted.

On the basis of the foregoing rationales, and there being no
documented problems associated with the non-aflatoxin producing
strain, Aspergillus flavus AF36, data waivers for the studies listed in
Unit [I.5.i.——vi., were granted to the applicant for the proposed use of
Aspergillus flavus AF36 on cotton.

6. Swbchronic, chronic toxicity and oncogenicity, and residue.
Based on the data generated in accordance with the Tier [ data
requirements set forth in 40 CFR 158.740(c}. the Tier il and Tier III data
requirements were not triggered and, therefore, not required in
connection with this action. In addition, because the Tier Il and Tier
Il data requirements were not required. the residue data requirements
set forth in 40 CFR 158.740(b) also were not required.

IV. Aggregate Exposures

In examining aggregate exposwre, section 408 of the FFDCA directs
EPA to consider available information concerning exposures from the
pesticide residue in food and all other non-occupational exposures,
including drinking water from ground water or surface water and
exposure through pesticide use in gardens, lawns, or buildings
(residential and other indoor uses).
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There is a potential for aggregate exposure of adult humans, infants
and children to the microbe because of the ubigquitous distribution of
Aspergillus fungal strains in the environment, The Agency has
considered the incremental exposure and risk associated with the
proposed application of this strain of Aspergillus flavus, AF36, as
summarized below, and concludes that use of AF36 is not likely to add
an incremental risk above that posed by the normal exposure of adults,
infants and children to Aspergillus flavus strains present in the
environment. In fact, use of the pesticide, AF36, may decrease potential
environmental aflatoxin exposure to exposed populations.

A. Dietary Exposure

1. Food. Based on submitted studies, the end-use product,
Aspergillus flavus AF36, demonstrates low acute oral toxicity category
IV potential [BPPD Review - April 23, 1996]. No toxicity endpoints were
indicated to justify setting a numerical tolerance for the fungal active
ingredient, Aspergillus.flavus AF36. An LDsp greater than 5,000 mg/kg
body weight, in the acute oral studies discussed above, indicates that
consumption of food commodities treated with AF36 poses no
incremental risk via dietary exposure. Indeed, the submitted data
indicate no toxicity or infectivity of AF36 in the acute oral test
mammalian systems.

Cotton itself is not a food commodity. Residues of A. flavus AF36,
the microbial active ingredient, are not likely to survive the heating and
pressure associated with the processing of cottonseed into cottonseed
meal. Moreover, A. flavus AF36 will not separate into the edible
fraction, cotton seed oil. Thus, potential transfer of residues of A. flavus
AF36 to edible cotton food/feed commodities is not expected.
Consequently, human dietary exposure to A. flavus AF36 via cottonseed
oil, or by secondary transfer of A. flavus AF36 residues to meat and
milk via cottonseed meal, is not expected. Therefore, the Agency has
determined that dietary exposure to A. flavus AF36 is not likely to
result inany undue heaith effects and risk.

While the Agency has concluded that AF36 is not likely to add
to the dietary burden, any potential contribution by AF36 to aflatoxin
contamination was also considered. for a conservative estimate of the
health effects of this pesticide. This is because aflatoxin is considered
a public health hazard (see Unit VIL.D.) and AF36 is proposed as a
biocontrol agent for aflatoxin-producing strains of A. flavus. Even if
AF36 does not control aflatoxin levels in the treated cotton food/feed
commodities. a safety net exists in the screening of cotton and its by-
products for aflatoxin prior to their introduction into the channels of
commerce. For instance, FDA does not allow cotton seed products
containing aflatoxin above 20 parts per billion (ppb) to be used in dairy
rations or above 300 ppb to be used for feeding beef cattle. As
previously stated, the registrant claims that quality control and selection
procedures will not allow aflatoxin production in the starter cultures
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for pesticide manufacture [BPPD review - March 29, 1999: BPPD review
- May 14, 1899]. Any batches with aflatoxin are to be destroyed. For
these reasons, the Agency has determined that use of AF36 will not

add to the dietary burden of aflatoxin, but is rather more likely to
ameliorate aflatoxin levels in treated cotton food/feed commaodities.
Therefore, dietary exposure to aflatoxin, as a result of AF36 use, is not
likely to be greater, and may even be less, than that which currently
exists.

2. Drinking water exposure. Exposure to AF36 via drinking water
is not likely to be greater than current/existing exposures to A. flavus
strains. Potential risks via exposure to drinking water or runoff are
adequately mitigated by, among other things, percolation through soil.
Thus, exposure via drinking water from the proposed use of this non-
aflatoxin-producing strain of Aspergillus flavus is not likely to pose any
incremental risk to adult humans, infants and children. In fact,
displacement of the toxigenic strains of A. flavus by AF36 may decrease
exposure and risk to the toxigenic strains of A. flavusin the
environment,and-iawates.

B. Other Non-Occupational Exposure

1. Dermal exposure. The potential for non-occupational dermal
exposure to AF36 is unlikely because the potential use sites, are
commercial and agricultural, and because of the granular nature of the
pesticide, which minimizes spray drift. As discussed earlier {see Unit
I1.), lack of hypersensitivity incidents, low application rates, and return
of levels of Aspergilius flavus to background shortly after germination,
poses minimal risk to populations via dermal. non-occupational
exposure. Thus, dermal non-occupational exposure to the non-aflatoxin
strain is not likely to be greater than the existing exposure to A. flavus
at current levels.

2. Inhalation exposure. For the reasons stated immediately above.
norn-occupational inhalation exposure to AF36 is not expected to be
greater than that which currently exists for A. flavus strains.

V. Cumulative Effects

Section 408(b){(2) (D) {v) of the FFDCA requires the Agency to
consider the cumulative effect of exposure to Aspergillus flavus AF36
and to other substances that have a common mechanism of toxicity.
These considerations include the possible cumulative effects of such
residues on infants and children. Aspergilius flavus AF36 does not
appear to be toxic or pathogenic to humans. Fhwes, Lhere is no indication

L/

that the fungus A. flavus AF36 shares any cammon mechanisms of ‘\_‘ Ny "“"LT")J”“. le

toxicity (me{abehrmeeh&m&ms} with other é%eﬁ In addition,

there are no other reglstelﬁd fodicts contathing ASperanus flavus -
AF36. and other A. flavus strains abound naturally in the environment.
Moreover. the displacement of the toxigenic strain of A. flavus by AF36
may reduce aflatoxin contamination of cottonseed. Based on the low
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toxicity potential of AF36, the fact that it is non-aflatoxigenic, and the
safety net already in place to monitor for aflatoxin, no cumulative or
incremental effect is expected from the use of AF36 on cotton.

VL Determination of Safety for U.S. Population, Infants and Children

There is reasonable certainty that no harm will result from
aggregate exposures to residues of A flavus AF36, in its use as an

antifungal agent, to the U. S. population, including infants and children.

- This includes all anticipated dietary exposures and all other exposures
for which there is reliable information. As discussed previously, there
appears to be no potential for harm, from this fungus in its use as an
antifungal agent via dietary exposure since the organism is non-toxic
and non-pathogenic to animals and humans. The Agency has arrived
at this conclusion based on the very low levels of mammalian toxicity
for acute oral and pulmonary effects £ i
: ), with no toxicity or infectivity at the doses tested (see Unit
IIT above). Moreover, non-occupational inhalation or dermal exposure
is not expected above background levels (see Unit V). :

FEDCA section 408(b)(2){C) provides that EPA shall apply an
additional ten-fold margin of exposure (safety) for infants and children
in the case of threshold effects to account for prenatal and postnatal
toxicity and the completeness of the data base unless EPA determines
that a different margin of exposure (safety) will be safe for infantsand
children. Margins of exposure {safety) are often referred to as
uncertainty (safety) factors. In this instance, based on all the available
information, the Agency concludes that the fungus, A. flavus AF36, is
non-toxic to mammals, including infants and children. Because there

are no threshold effects of concern to infants, children and adults when ‘

A. flavus AF36 is used as labeled, the provision requiring an additional
margin of safety does not apply. As a result. EPA has not used a margin
of exposure (safety} approach to assess the safety of A. flavus AF36.

VII. Other Considerations

A. Endocrine Disruptors

EPA is required under the FFDCA. as amended by FQPA, to
develop a screening program to determine whether certain substances
(including all pesticide active and other ingredients) "“may have an
effect in humans that is similar to an effect produced by a naturally-
occurring estrogen, or other such endocrine effects as the Administrator
may designate.” Following the recommendations of its Endocrine
Disruptor Screening and Testing Advisory Committee (EDSTAC), EPA
determined that there was scientific basis for including, as part of the
program, the androgen-and thyroid systems, in addition to the estrogen
hormone system. EPA also adopted EDSTAC's recommendation that the
program include evaluations of potential effects in wildlife, For
pesticide chemicals, EPA will use FIFRA and, to the extent that effects
in wildlife may help determine whether a substance may have an effect
in humans, FFDCA authority. to require the wildlife evaluations. As the
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science develops and resources allow, screening of additional hormone

?ystems may be added to the Endocrine Disruptor Screening Program
EDSP).

The Agency is not requiring information on the endocrine effects
of this active ingredient, Aspergillus flavus AF36, at this time. The
Agency has considered, among other relevant factors, available
information concerning whether the microorganism may have an effect
in humans similar to an effect produced by a naturally occurring
estrogen or other endocrine effects. There Is no known metabolite that
acts as an “endocrine disrupter’”’ produced by this microorganism. The
submitted toxicity/infectivity or pathogenicity studies in the rodent
(required for microbial pesticides) indicate that, following oral and
pulmonary routes of exposure, the immune system is still intact and
able to process and clear the active ingredient {see Unit [i1.}). In addition,
based on the low potential exposure level associated with the proposed
single, seasonal, prebloom application of the pesticide, the Agency
expects no adverse effects to the endocrine or immune systems.

B. Analytical Method

The Agency proposes to establish an exemption from the
requirement of a tolerance without any numerical limitation.
Accordingly, the Agency has concluded that for an exemption from
tolerance, analytical methods are not needed for enforcement purposes
for residues of Aspergillus flavus AF36 on treated cotton. Nonetheless,
and for purposes of clarification, analytical methods are still required
for product characterization. qualitfy control, and quality assurance for
manufacturing purposes [BPPD review - March 29, 1899; BPPD review
- May 14, 1999]. Vegetative compatibility tests are used to screen starter
cultures to identify the non-aflatoxin-producing Aspergillus flavus
AF36 strain, Starter cultures of AF36 are also selected on the basis of
the lack of aflatoxin as monitored by standard thin layer
chromatography (tlc) procedures and visualization via scanning
fluorescence densitometry scanning. Other appropriate methods are
required Tor quality control to assure product characterization, the
control of human pathogens and other unintentional metabolites or
ingredients within regulatory limits, and to ascertain storage stability
and viability of the pesticidal active ingredient.

C. Codex Maximum Residue Level

There is no Codex maximum residue level for residues of
Aspergitlus flavus AF36.

D. Efficacy Data y

PR Notice 2002-1 lists aflatoxin as a public health hazard, for which
product performance or efficacy data are required according to 40 CFR
158.202(i). To demonstrate that this pesticide may reduce aflatoxin-

- producing strains and does not increase A. flavus populations above
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background levels, the applicant provided product performance or
efficacy data from multiple years of soil and air monitoring studies.

Aflatoxin, one of the most potent human carcinogens, is the
metabolite of concern produced by the target pest, aflatoxin-producing
strains of Aspergillus flavus, As such, the Agency considers aflatoxin
a public health hazard. In the soils of cotton-producing areas of Arizona
and south Texas, especially in the dry regions, the toxigenic strains are
prominent. Few alternatives, if any, exist to displace aflatoxin-
producing A. flavus strains from cotton and other crops.
Decontamination of crops via ammoniation is costly, not available \/
universally and decreases the value of the crop. Other methods to
reduce afldtoxin formation include manipulation of harvest date, costly
irrigation practices, and different methods of harvesting and storage
practices.

Efficacy data submitted to the Agency include monitoring of soil .
and air levels of the toxigenic and non-aflatoxin-producing strains of
A. flavus AF36 in the field and on the crops. Results from the
environmental expression and population monitoring studies during —
the experimental program, demonstrate that a B#g fme seasohal *S'”j
application of AF36 on cotton fields may incite significant changes in
the incidence of toxigenic A. flavus strains resident in the
agroecosystem, without altering the overall quantity of A. flavus. Soil
and air population counts of A, flavus from treated fields were
associated with concomitant decreases in incidences of toxigenic A.
flavus, for many of the treated areas [BPPD review - May 15, 2003}.
Reducing the aflatoxin-producing populations of fungi, and the
concomitant reduction of aflatoxin, a potent carcinogen, is in the pubhc
interest.

VIIL. Objections and Hearing Requests

Under section 408(g) of the FFDCA, as amended by the FQPA, any
person may file an objection to any aspect of this regulation and may
also request a hearing on those objections. The EPA procedural
regulations which govern the submission of objections and requests for
hearings appear in 40 CFR part 178. Although the procedures in those
regulations require some modification to reflect the amendments made
to the FFDCA by the FQPA, EPA will continue to use those procedures,
with appropriate adjustments, until the necessary modifications can be
made. The new section 408(g) of the FFDCA provides essentially the
same process for persons to “object” to a regulation for an exemption
from the requirement of a tolerance issued by EPA under new section
408(d) of the FFDCA., as was provided in the old sections 408 and 409
of the FFDCA. However, the period for filing objections is now 60 days,
rather than 30 days.
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A. What Do I Need to Do to File an Objection or Req&esz a Heén‘ng?

You must file your objection or request a hearing on this regulation
in accordance with the instructions provided in this unitand in 40 CFR
part 178. To ensure proper receipt by EPA, you must identify docket
ID number OPP-2003-0138 in the subject line on the first page of your
submission. All objections and hearing requests must be in writing, and
must be mailed or delivered to the Hearing Clerk on or before {insert
date 60 days after date of publication in the Federal Register].

1. Filing the reguest. Your objection must specify the specific
provisions in the regulation that you object to, and the grounds for the
objections (40 CFR 178.25). If a hearing is requested, the objections must
include a statement of the factual issues(s) on which a hearing is
requested, the requestor’'s contentions on such issues, and a summary
of any evidence relied upon by the objector (40 CFR 178.27).
Information submitted in connection with an objection or hearing
request may be claimed confidential by marking any part or all of that
information as CBL Information so marked will not be disclosed except
in accordance with procedures set forth in 40 CFR part 2. A copy of
the information that does not contain CBI must be submitted for
inclusion in the public record. Information not marked confidential
may be disclosed publicly by EPA without prior notice.

Mail your written request to: Office of the Hearing Clerk (1800C),
Environmental Protection Agency, 1200 Pennsylvania Ave., NW.,
Washington, DC 20460-0001. You may also deliver your request to the
Office of the Hearing Clerk in Rm. 104, Crystal Mall #2, 1921 Jefferson
Davis Hwy., Arlington, VA. The Office of the Hearing Clerk is open from
8 a.m. to 4 p.m., Monday through Friday, excluding legal holidays. The
telephone number for the Office of the Hearing Clerk is (703) 603-0061.

2. Tolerance fee payment. If you file an objection or request a
hearing, you must also pay the fee prescribed by 40 CFR 180.33(i) or
request awaiver of that fee pursuant to 40 CFR 180.33(m). You must
mail the fee to: EPA Headquarters Accounting Operations Branch,
Cffice of Pesticide Programs, P.O. Box 360277M. Pittsburgh, PA 156251,
Please identify the fee submission by labeling it "“Tolerance Petition
Fees.” _

EPA is authorized to waive any fee requirement “when in the
judgement of the Administrator such a waiver or refund is equitable
and not contrary to the purpose of this subsection.” For additional
information regarding the waiver of these fees, you may contact james
Tompkins by phone at (703) 305-5697. by e-mail at
tompkins.jim@epa.gov, or by mailing a request for information to Mr.
Tompkins at Registration Division (7505C). Office of Pesticide
Programs, Environmental Protection Agency. 1200 Pennsylvania Ave.,
NW., Washington, DC 20460-0001.
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If you would like to request a waiver of the tolerance ebjestion fees,
you must mail your request for such a waiver to: James Hollins,
Information Resources and Services Division (7502C), Office of
Pesticide Programs, Environmental Protection Agency, 1200
Pennsylvania Ave., NW., Washington, DC 20460-0001.

3. Copies for the Docket. In addition to filing an objection or
hearing request with the Hearing Clerk as described in Unit IX.A., you
should also send a copy of your request to the PIRIB for its inclusion
in the official record that is described in Unit I.B.1. Mail your copies,
identified by docket ID number OPP-2003-0138, to: Public Information
and Records Integrity Branch, Information Resources and Services
Division (7502C). Office of Pesticide Programs, Environmental
Protection Agency. 1200 Pennsylvania Ave., NW., Washington, DC
20460-0001. In person or by courier, bring a copy to the location of
the PIRIB described in Unit I.B.1. You may aiso send an electronic copy
of your request via e-mail to: opp-docket@epa.gov. Please use an ASCII
file format and avoid the use of special characters and any form of
encryption. Copies of electronic objections and hearing requests will
also be accepted on disks in WordPerfect 6:1/8.0 or ASCII file format.
Do not include any CBI in your electronic copy. You may also submit
an electronic copy of your request at many Federal Depository Libraries.

B. When Will the Agency Grant a Request for a Hearing?

A request for a hearing will be granted if the Administrator
determines that the material submitted shows the following: There is
a genuine and substantial issue of fact; there is a reasonable possibility
that available evidence identified by the requestor would, if established
resolve one or more of such issues in favor of the requestor, taking into
account uncontested claims or facts to the contrary; and resolution of
the factual issues(s) in the manner sought by the requestor would be
adequate to justify the action requested (40 CFR 178.32).

IX. Statutory and Executive Order Reviews

This final rule establishes an exemption from the tolerance
requirement under section 408(d) of the FFDCA in response to a
petition submitted to the Agency. The Office of Management and
Budget (OMB) has exempted these types of actions from review under
Executive Order 12866, entitled Regulatory Planning and Review (58
FR 51735, October 4, 1993). Because this rule has been exempted from
review under Executive Qrder 12866 due to its lack of significance. this
rule is not subject to Executive Order 13211, Actions Concerning
Regulations That Significantly Affect Energy Supply, Distribution. or

' Use (66 FR 28355, May 22, 2001).. This final rule does not contain any
information collections subject to OMB approval under the Paperwork
Reduction Act (PRA). 44 U.S.C. 3501 et seq., or impose any enforceable
duty or contain any unfunded mandate as described under Title II of
the Unfunded Mandates Reform Act of 1995 (UMRA) (Public Law 104-
4). Nor does it require any special considerations under Executive Order
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12898, entitled Federal Actions to Address Environmental Justice in
Minority Populations and Low-Income Populations (59 FR 7629,
February 16, 1994); or OMB review or any Agency action under
Executive Order 13045, entitled Protection of Children from
Environmental Health Risks and Safety Risks (62 FR 18885, April 23,
1897). This action does not involve any technical standards that would
require Agency consideration of voluntary consensus standards
pursuant to section 12(d) of the National Technology Transfer and
Advancement Act of 1995 (NTTAA), Public Law 104-113, section 12(d)
(15 U.S.C. 272 note). Since tolerances and exemptions that are
established on the basis of a petition under section 408(d} of the
FFDCA, such as the exemption from the tolerance requirement in this
final rule, do not require the issuance of a proposed rule, the
requirements of the Regulatory Flexibility Act (RFA) (5 U.S.C. 601 et
seq.) do not apply. In addition, the Agency has determined that this
action will not have a substantial direct effect on States, on the
relationship between the national government and the States, or on the
distribution of power and responsibilities among the various levels of
government, as specified in Executive Order 13132, entitled Federalism
(64 FR 43255, August 10, 1999). Executive Order 13132 requires EPA
to develop an accountable process to ensure "meaningful and timely
input by State and local officials in the development of regulatory
policies that have federalism implications.” “Policies that have
federalism implications” is defined in the Executive Order to include
regulations that have ‘‘substantial direct effects on the States, on the
relationship between the national government and the States, or on the
distribution of power and responsibilities among the various levels of

government.” This final rule directly regulates growers, food processors,

food handlers and food retailers, not States. This action does not alter
the relationships or distribution of power and responsibilities
established by Congress in the preemption provisions of section
408(n){4) of the FFDCA, For these same reasons, the Agency has
determined that this rule does not have any “tribal implications’ as
described in Executive Order 13175, entitled Consultation and
Coordination with Indian Tribal Governments (65 FR 67243, November
6, 2000). Executive Order 13175, requires EPA to develop an
accountable process to ensure ‘meaningful and timely input by tribal
officials in the development of regulatory policies that have tribal
implications.” “‘Policies that have tribal implications” is defined in the
Executive Order to include regulations that have “substantial direct
effects on one or more Indian tribes, on the relationship between the
Federal Government and the Indian tribes. or on the distribution of
power and responsibilities between the Federal Government and Indian
tribes.” This rule will not have substantial direct effects on tribal
governments, on the relationship between the Federal Government and
indian tribes, or on the distribution of power and responsibilities
between the Federal Government and Indian tribes, as specified in
Executive Order 13175, Thus, Executive Order 13175 does not apply
to this rule. .
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X. Congressional Review Act

The Congressional Review Act, 5§ U.S.C. 801 et seq., as added by
the Small Business Regulatory Enforcement Fairness Act of 1996,
generally provides that before a rule may take effect, the agency

promulgating the rule must submit a rule report, which includes a copy

of the rule, to each House of the Congress and to the Comptrolier
General of the United States. EPA will submit a report containing this
rule and other required information to the U.S. Senate, the U.S. House
of Representatives, and the Comptroller General of the United States
prior to publication of this final rule in the Federal Register. This final
rule is not a “major rule” as defined by 5 U.S.C. 804(2).
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List of Subjects in 40 CFR Part 180

Environmental protection, Administrative practice and procedure,
Agricultural commodities, Pesticides and pests, Reporting and
recordkeeping requirements.

Dated: @/}5/23 1

. /
Direc[or, Office of }J esticide Programs, -

321




19

Therefore, 40 CFR chapter I is amended as follows:

PART 180—[AMENDED]
1. The authority citation for part 180 continues to read as follows:

Authority: 21 U.S.C. 321({q), 346{a) and 371.
2. Section 180.1206 is revised to read as follows:

§180.1206 Aspergilius flavus AF36; exemption from the requirement of
a tolerance.

‘An exemption from the requirement of a tolerance is established
for residues of the microbial pesticide Aspergillus flavus AF36 in or
on cotton and its food/feed commodities.

{FR Doc. 03-777? Filed 77-77-03; 8:45 am]
BILLING CODE 6560-.50~5
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Texas irrigated Upland Cotton County Estimates 2001

District

Code

"

12

(PR

County

FIPS

Code é

45
65
69
117
153
| 1.89

205

369

381

437

888

999

17

79
107
1 1"5
165
73

219

For information Contact: Betty Johnson
Link To: District Map

District
and
County

| Briscoe

; Carson

Floyd
H.I.aie.

| Hénley

_ Parmer
Randall
Swisher
Other Céunties
District 1-N
Andraws
Bailey
Coﬁhran
Crosby
Dawson
Gaines
Glasscoek

: Hocklay

Acreage
Planted
{acres)

24,000

5,000
78,000
27,000

125,500

242,000 :

1,400 |
70,000

2,000
%2,000
649..006

9,000
36,000
71,000
136,000
56,000 .
184,000
éa,soo

138,000

Acreage
Harvested

" {acres)
24,000

4,700 -

23,000
120,600
238,500

1100
69,000
2,000
.69,“500
“1",700 |
632,006. "

8,200

77,900

Yield per
Harvested

Acre

(pounds)

29,800

69,000
98,000
52,500
167,500
23,000 |

92,000 |

530
o5
653
708
655
1,043 -

600

780 |
649

768

660 -
. -
séz

-
668 |

522 |

E {bales)

585

Production

26,500
200

165,000 |

164,000
352,000
1,500
150,000
2,500
2000
oo
| 10,000
. 41000
81,000
92,000 -
68,000
o

100,000

dm (215 P
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. Yield per
County District Acreage Acreage Harvested
Districs FIPS and Planted Harvested Acre Production
Code E Code County (acres) (acres) (pounds) (bales)
227 Howard 2.500 i 2,360 417 2,000
279 Lamb 163,500 150,500 753 236,000
303 Lubbock 171,500 131,000 447 122,000
305 Lynn 80,500 35,800 389 29,000
] 317 Martin 10,500 10,400 652 15,000
1329 Midland 8,000 7,000 480 7,000
445 Terry 125,500 119,000 387 96,000
501 Yoakum 63,500 61,000 567 72,000
999 District 1-5 1,280,000 1,057,000 538 1,184,000
33 EI Borden ! 1,500 1,500 704 2,200
75 Childress 6,100 6,100 708 9,000
87 Collingsworth 5,600 5,300 860 9,500
$01 Cottle 1,800 1,800 6_67 2,500
125 Dickens 3,100 3,100 325 2,100
129 | Donlay % 4,700 4,600 522 5,000
i69 Garza 12,200 10,600 543 12,000
“ 191 Hall 8,200 7,800 877 11,000
197 Hardeman 3,090 2.800 600 3,600
345 Molley 2,200 2,000 600 2,500
483 Whesler 1,300 1.200 800 2,000
487 Wilbarger 1,000 S00 693m 1,300
888 || Other Counties 300 300 - 640 400
999 District 2-N 51,000 48,000 630 63,000
E
B6f 1915 oM
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Yieid per
County District Acreage Acreape Harvested
District FiPS and Planted Harvested Acre Production
Code Coda County {acres) (ncres) (pounds) (balas)
151 Fishar 2,200 2,200 873 4,000
207 Haskell 16,300 15,800 668 22,000
275 Knox 16,000 16,000 846 28,200
335 Mitchedl 3,000 3,000 736 4,600
22 353 Nolan 2,700 2,500 691 3,600
399 Runneis 1,400 1,400 514 1,500
415 Scurry 1,400 1,400 514 1,500
888 Other Countias 2,000 1,700 734 2,600
999 Distriet 2-8 45,000 44,000 742 68,000
© 888 i Other Counties 2,000 2,000 720 3,000
899 District 4 2,000 2,000 720 3,000
888 Other Counties 1,000 1,000 480 1,000
! 999 District 5-N 1,000 1,000 480 1,000
41 Brazos 5,400 5,400 800 9,000
52 395 Roberison 18,600 18,600 568 22,000
999 District 5-8 24,000 . 24,000 620 31,000
141 El Paso 9,000 8,700 1,324 24,000
229 Hudspeth 8,000 8.000 1,200 20,000
371 Pecos E 6,500 6,500 849 11,500
% 389 Reeves : 5,700 5,200 591 6,400
888 Other Counties | 800 600 880 1,100
999 District 6 30,000 29,000 1,043 63,000
70 95 Concho 1,600 1,600 600 2,000
PER 12-15 PM
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| Yieid per
County District Acreage Acreage Harvested
District FIPS and Pianted Harvested Acre Production
Code Code County {acres) {acres) {pounds) {baies)
383 | Reagan 7,400 7,400 584 ' 9,000
451 ! Tom Green 12,900 12,800 670 18,000
461 E Upten 5,300 5,300 607 ) 6,700
888 Other Counties 6,800 6,800 868 12,300
999 District 7 34,000 - 34,000 678 48,000
g'_E"B;: ----------- N 1,400 1,400 1,029 3,000
. 51 i Burleson 7,800 7,800 ! A R 11,700
> 888 | Other Counties 4,700 _ 4,700 || - 1,266 12,300
989 District 8-N 14,000 1.4,000 926 27,000
409 San Patricio 7,000 7,000 1,234 | 18,000
” 989 District 8-8 7,000 7,000 1,234 18,000
488 Victoria 1,000 1,000 720 1,500
481 Wharton 5,000 5,000 912 9,500
® ” 888 | Other Counties 1,000 1,000 960 2,000
989 District 9 7,000 7,000 891 13,000
507 N Zavala 2,800 2,800 857 5,000
96 888 Other Counties 2,200 2,200 873 4,000
_ 999 District 10-N - 5,000 . 5,000 864 9,000
61 ] Cameron 36,800 35,000 817 :;,00{)
21§ | Hidalgo 42,500 40,000 780 85,000
97 i 489 | _Wiilacy 7,600 5,900 732 9,000
888 Other Counties 2,100 2,100 686 3,000
8949 | District 10-5 89,000 83,000 706 | 122,000

g‘%ﬁ" [7-15 PM
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|
Yield per
County District Acreage Acreage Harvested
District FIFS and Planted Harvested Acre Production
Code Code County {acres) (acres) {pounds}) (bales)
95 959 Texas 2,238,000 1,987,000 843 2,661,000

disclousre.

When less than 1,000 planted acres of dryland or irrigated crop are estimated for a county or district,
the acres and produclion for both practices are included in "olher counties” or "other districts” 10 avoid

Enfs
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Texas Non-lrrigated Upland Cotton County Estimates
2001

For Information Contact: Betty Johnson
Link to: District Map

: _ . Yield per
. County District Acreage . Acreage . Harvested

District | FIPS . and ~ Planted  Harvested - Acre
Code | Code County . {acres) | (acres) = {pounds)

Production
{bales)

45 Briscos C 17,000 - 15,400 | 237 | 7,600 :

65  Carson 2,200 | 2100 °

69 Castro 3,700 . 2,400 |

117 Deat Smith 8.000 6,700 1 394 5,500 ¢

163 - Floyd 51600 | 47,000 - 256 25,000

189 Halo 247007 225500 | 416 19,500 |

205  Hartley 5,600 | 2,200 . 415 ¢ 1,800

368 Parmer 4,400 4,100 433 3,700 .
381 . Randal 2200 1,700 - 1500

437 Swisher 9,200 9,000 ° 7500

888  OtherCounties 2,400 | 900 900

999 . Distict1-N . 181,000 114,000 324 77,000

3 | Andrews 18,100 9,000 < 107 2,000 -

17 . Bailey 50000 40,000 - 240 | 20,000

79 Cochran . 61,600 44,500 248 | 23,000

12 . 107 Crosby 88400 | 74500 161 25,000
115 Dawson 253000 32,000 210 - 14,000

165  Gaines 108,500 © 24,000 | 180 5,000

173 Glasscock 68,500 7,000 | 206 3,000

Linfi 411328 2145 P




1exas NON-UTIgated Upland Couon Cvounty bBstimates Luui
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Yield per
County District Acreage Acreage Harvested
District FiPS and Planted Harvested Acre Production
Code Code County {acres) (acres) (pounds) {bailes)
219 Hockley 118,400 73,500 229 35,000
227 Howard 126,000 23,000 125 6,000
278 Lamb 42,400 19,500 345 14,000
303 Lubbock 92,500 62,500 184 24,000
305 Lynn 219,000 74,500 209 32,500
317 Martin 146,500 15,000 112 3,500
328 Midland 26,800 7,000 137 2,000
445 Terry 140,200 69,500 162 23,500
501 Yoakum 83,700 26,500 172 9,500
999 District 1-8 1,645,000 602,000 196 248,000 |
33 Borden 18,700 4,000 180 1,500
75 Childress 33,300 30,000 176 11,000
87 Collingsworth 12,500 12,000 268 6,700
101 Cottle 17,200 12,400 135 3,500
125 Dickens 21,200 20,000 242 10,100
129 Donley 8,800 7.600 360 5,700
21 169 Garza 32,600 13,500 142 4,000
191 Hall 49,700 42,800 238 21,000
197 Hardeman 4,200 2,500 192 1,000
263 Keni 3,000 2,800 248 1,500
345 Molley 27,700 25,000 134 7,000
483 Wheeler 3,500 3,500 274 2,000
485 Wichila 18,700 8.800 191 3,500

43%‘91 12-15 PM
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*Privileged attorney-client communication*

> AF36 BRAD Page 1 of |

Shawn,

40ca85256197006¢1a32/441120b4aad 7c9758:




Attachment #2: OPPTS Docket Vertfication and Certification Form

. 8. ENVIRONMENTAL PROTECTION AGENCY
;é,é QOFFICE OF PREVENTION, PESTICIDES, AND TOXIC SUBSTANCES
et (OPPTS)
1200 Pennsylvania Avenue, N.W. , Washington, D.C. 20480

o

DOCKET VERIFICATION.AND CERTJF!CATION FORM
For internal OPPTS Use Only

FFIE i o e
Title of Action: ﬂf/yfg'r'}'f Vs ﬂ/@ vus FF34 L& mm]% i -{:’wrf’ f&”?"ftd’é’rﬂé"aaj ﬁ’fﬁ, Jefatuce.
RIN #: 2070- | DocketID#: (3PP~ 2003~ 013§ FRL#:

Contact information: | Name: S/ treer 2w //,f: ce leii S Phone: 743 3:8-80F 7

Legacy Information: |Jf7 w3 - 0048, p7F 003 -peno

Program lL.ead’s Vertification: | have rewewed the docket and verified

the following:
0 All of the documents identified in the aftached Docket index have been submitted to the
appropriate Docket Manager for inclusion in the docket identified above.
T Documents containing copyrighted, CBl or otherwise protecied information have been identified
ta allow for *special” processing by the docket.
1 The material has been assernbied in a useable form 10 support the document being published
in the FEDERAL REGISTER.

% Comments. ho S FPr/'?"/c'{?ofrz,mqa, {
: initials: \/({@ wzg jb S £ — Phone: 773~ “a’ff’f&”?/

Docket Manager S Ver:ﬁcat!ongnd Sign-off: | hereby confirm the

following:
O  The Docket ID # identified above maiches our records.
I The documents identified in the attached Daocket Index have been received by the Docket.
O  The documents have been properly processed for inclusion in EPA Dackets, as appropriate.
EE/ The documents either already are in the docket Eare being process for inclusion in the docket. -
Comments: [V 0 S b oyt SX’{“ ; /’gl

Date: °/ (7 % | Signature: /{? £ Lw’{ F’hone_.;c'/i/ b Y3 {/
Program Lead’s Certiﬁcati@ereby certify that:

i have completed the verification above.

i have submitted to the DM all of the documents that | identified needed to be updated, or
added to the docket,

T ihave abtained the DM's sign-off.

. The docket is camplete and ready for public reiease,

o Comments;

]

Date: Sighatre: Phone:

- 333




*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@ERPA

i ' ccl
06/12/0306:31 PM g 0t acse BRAD

Deifberattve
Attorney-Cfienf Communication
Altorney Work Product

Shawn,




*Privileged attorney-client communication*

Chris E. Kaczmarek

Pesticides and Toxic Substances Law Office
Office of Genera!l Counsel

{(202) 564-3909




*Internal deliberative information*

Brian Steinwand To: OPP BPPD
_ cc:
ﬁ 06/24/03 01:56 PM g part. x| NTERNAL ALERT***EPA Registers Microbial Fungicide AF36
' for Use on Cotton :
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MAY-23-2003 14:49 ACRPC © f@2 438 p4G7  P.O1-04d

ARIZONA COTTON RESEARCH AND PROTECTION COUNCIL
3721 East Wier Avenue
Phoenix, Arizona 85040-2933
(602} 438-0059 - Phone
(602) 438-0407 - Fax

FAX TRANSMITTAL FORM

DATE: 5 !/C;L 3}/ 03

TO:S‘\C{ Noz }&C Q[’\US FROM: LWLQ

DEPT.JAGENCY:
@  FAXNUMBER: 703 208~ 7026 TOTAL PAGES: -

SUBJECT: ﬂf’:sé &%W &m,&mék

FOR MORE INFORMATION CALL: PHONE:

MAY-23-2003 18:23 £02 438 @407 3% 38831




MAY-23-20083 14:43 ACRPC BR2 439 P487 P.8z2/84

ARIZONA COTTON RESEARCH AND PROTECTION COUNCIL
3721 East Wier Avenue
Phoenix, Arizona 85040-2833
(602) 438-0058 - Phone
(602) 438-0407 - Fax

Dennis Szuhay, Acting Chief May 23, 2003
Microbial and Plant Incorporated Pesticides Branch

Biopesticides and Pollution Prevention Division

Office of Pesticide Programs

U.S. Environmental Protection Agency

Room 910, Crystal Mall 2

Arlington Virginia, 22202

(703) 308-8260

RE: Pending Section 3 Registration-Aspergillus flavus AF36
EPA Reg. No. 71693-R; Active Ingredient # 006546
Pending Pesticide Petition # 8£5001
RAIL Shanaz Bacchus (703)308-8097

Dear Dennis:

This is in response to your letter dated May 22, 2003 (attached) notifying us about our
active ingredient Aspergillus flavus AF36 elighlility for a conditionat Section 3{c}7(C)
registration on cotton in AZ and TX. We are hereby committing to provide the following
data within the time frames you requested as shown below as conditions of registration:

. 1. Guidelines 151-10 through 151-16 (OPPTS Gdln 885.1300); Product Identity

Analyses of 5 batches is required at production and must include data relevant to
certification of limits, detection, identification, enumeration and rejection Limits of
metabolites and potential human pathogens (bacterial and fungal) using routine
quality control and assurance methods to be implemented for large scale production.
Batch analysis must also include viability and storage stability data. All batches
containing human pathogens above regulatory levels must be destroyed., A
confimatory method, other than Vegetative Compatibility Group analysis, is required
to confirm identity of the active ingredient, Aspergillus flavus AF36. Data to remove
this condition of registration must be submitted within 2.5 years of the conditional
registration, If at any time the formulation, manufacturing process or quality control
methods change, you must submit appropriate relevant data to amend the conditional
registration of this microbial active ingredient.

MAY-23-2003 18123 602 438 Q407 59 3392
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Our understanding of “enumeration and rejection limits of metabolites” is that we will
continue to analyze for aflatoxin in the working culture by TLC in all batches as
already described in MRID 44626101 which is prior to inoculating the wheat. We
agree to do the analysis for aflatoxin as a post production analysis only as part of the
five batch analysis, but there will not be any post production analysis for aflatoxin as
part of the routine quality control procedure.

Similarly, our understanding of “A confirmatory method, other than Vegetative
Compatibility Group analysis, is required to confirm identity of the active ingredient,
Aspergillus flavus AF36” means that we will continue to utilize vegetative
compatibility grouping s 4 test prior to and after production . We agreeto use a
DNA bised confirmatory method only on the 5 batch analysis, but not as part of the
routine quality control procedure.

2. Efficacy data are required from a large scale field trial in TX to confirm the
bridging of data from Arizona to Texas and to demonstrate that Aspergillus flavus
AF36 reduces aflatoxin-producing strains of Aspergillus fiavus

A 1able clarifying these data requirements is below. Through communication with
Shanaz Bacchus, we understand that you already have the appropriate final draft label
for stamping. We understand that further data may be required for different
formulations and application methods and other use sites, on a case by case basis, if
such amendments ensue during this conditional registration.

Data required as a condition of Registration of Aspergillus flavus AF36

Data Required

Guideline Title of Study Due Date
885.1300 Discussion of Formation of unintentional | During production of
131B-12 Formation of ingredients, human pathogen | 5 batches or 2.5 years
Unintentional and metabolite identification | after conditional
Ingredients and quantification (including | registration date.
aflatoxin quantification).
*585. 1400 Analysis of Samples | 5 batch analysis to include | During production of
151B-13 viability and storage stability | 5 batches or 2.5 years
data, afler conditional
registration date.
*885.1500 Certification of Standard data requirement | During production of
151B-15 limits Jjor production batches. 5 batches or 2 years
after conditional
registration date.
Non-guideline: required | Efficacy/Product Efficacy/Product 2.5 years after
Jor public health hazard Performance Performance data 1o conditional
demonstrate the reduction of | regisization date.
toxigenic sirains by A. flavus |
[ AF36 i Texas.
2
MAY-23-2003 18123 622 438 9487 39% 340p3




MAY-23-2003 14150

ACRPC _ BB2 438 @487 F.g4-084

Sincerely,

Larry Antilla,
Staff Director _
Arizona Cotton Research and Protection Council

CC: Shanaz Bacchus, BPPD, USEPA
Phil Hutton, BPPD, USEPA
Janet Andersen, BPPD, USEPA
Peter Cotty, USDA-ARS
Phil Wakelyn, National Cotton Council

3

: TOTAL P. 4
MRY-23-28@3  18:23 Bd2 438 8487 334 Kyl




apply.."etc., as per page | gave you for WPS. If you have misplaced it, -

drop me an email/voicemail, include a fax # and I'll fax it to you...I'm
working at home on Monday 5/5, but can access both from home,

4, Ag Use requirements contain statements for early entry workers and
REI. Include statements about PPE for mixer/loaders in the Directions
for Use.

2nd column

5. Remove 3000 cfu from position near to AF38 active ingredient listing.

- Put asterisk above AF36 and viability data below Tota! fine to read
" *3000 cfu/g End-use Product”

6. Include First Aid Sttatements'in BOx for visibility as per PRN
2001-1 | sent you yesterday p.m. First Aid statements include "if on
skin or clothing..."

Below First Aid statements:
"Have the product container or label with you...
Remove redundancies to tighten up label.

! noticed when | converted it from Word to WordPerfect, il became 2
logica! pages. The draft label, which we stamp does not have to be the
final printed (FP) label. Of course, you don't want to have to do 2
labels, (1 draft and 1 FP) but if it's easier for you to leave the

printers the job of rearranging the columns, then the 2 page WP label
will be fine, assuming that the content remains the same on the FP.

Now that I've kept my promise about the label, have a great weekend ,
shawn
{sent sat 5/3 from home})

E

AF383pane label.dog
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Joe| Gagliardi To: Shanaz Bacchus/DC/USEPA/US@EPA
cc:

05/06/03 12:56 PM Subject: Re: Aflaguardlpnuts@
Shawn,
Yes - | am busy most of this week, Anytime tomorrow is fine.
Joel

Shanaz Bacchus/DC/USEPA/US@EPA

Shanaz Ta: Joel GagliardifDCUSEPAIUS@EPA
Bacchus/DCIUSEPANU cc:
S@EPA Subject: Aflaguard/pnuts

05/06/2003 12:47 PM

Joel, let's meet tomorrow, we both have a lot to keep us busy until
then, don‘t we?

Have a great day

shawn
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

o1 o cc:
06/12/03 06:31 PM Subject: AF36 BRAD

Deliberative
Aftorney-Client Communicatlon
Afforney Work Product

Shawn,




*Privileged attorney-client communication*

Chris E. Kaczmarek

Pesticides and Toxic Substances Law Office
Office of General Counsel

(202) 564-3509




*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

. CC!
06/12/0305:20PM g ioct: Re: AF36 BRAD/why not compiled[Z]

Shanaz Bacchus

Shanaz Bacchus To: Chris Kaczmarek/BC/USERASUS

06/12/03 05:18 PM Lo
671270 Subiject; AF36 BRAD/why not compiled
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*Privileged attorney-client communication*

Chris Kaczmarek

Lt

& 06/12/03 03:22 PM

!“anaz !accl !US

Shanaz Bacchus
06/12/03 03:21 PM

To

cCl

Subject

To

: Shanaz Ba'cchus/DC/USEPA/ US@EFA

: Re: AF36/recefpt?

: Chris Kaczmarek/DC/USEPA/US

.

Subject

. AF36/receipt?
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Return Receipt

Your AF36/receipt?

clocument:

was received Chris Kaczmarek/DC/USEPA/US
by

at: 06/12/2003 03:25:01 PM
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*Privileged attorney-client communication*

Chris Kaczmarek To: John Kough/DC/USEPA/US@EPA, Shanaz
. Bacchus/DC/USEPA/US@EPA
06/10/03 03:30.PM ce: Carl Etsitty/DC/USEPA/US@EPA, Dennis
Szubay/DC/USEPA/US@ERA, Phil Hutton/DC/USERPA/US@EPA
Sisbieet; Re: mortality and vegetative compatibility in AF36[%)

Shanaz,
Thanks!

Chris £, Kaczmarek
Pesticides and Toxic Substances Law Qffice

Office of Generai Counsel
(202) 564-3909

John Kough
N, John Kough To: Chris Kaczmarek/DC/USEPA/US@EPA, Shanaz
\- ’ . Bacchus/DC/USEPA/US@EPA, Carl Etsitty/DC/USEPA/US@EPA
: P
%lg 06/10/03 03:12 PM ¢c: Phil Hutton/DC/USEPA/US@EPA, Dennis _
) Szuhay/DC/USEPA/US@EPA
Subject: mortality and vegetative compatibility in AF36 .
Chris,
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*Privileged attorney-client communication*

John K.
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/USEERA
06/10/03 11:44 AM

cC
Subject: Re: AF36 BRAD[]

Deliberafive
Attorney-Client Communication

Shanaz,

Shanaz Bacchus

S5hanaz Bacchus To: Chris Kaczmarek/DC/USERPA/US

' 06/09/03 05:27 PM ¢c: :
06/09/03 ' Subject: Re: AF36 BRADEY




*Privileged attorney-client communication*

Sincerely,
shawn
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

_ oo
06/09/03 03150 PM g 1act: AF36 BRAD

Shawn,

Chris E. Kaczmarek
Pesticides and Toxic Substances Law Office
(Office of Generai Counsel




(202) 564-3909
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Return Receipt

Your Revised AF36 BRAD

document:

was received Chris Kaczmarek/DC/USEPA/US
Dy

at; 06/09/2003 08:41:07 AM

355




*Privileged attorney-client communication*

Chris Kaczimarek To: Shanaz Bacchus/DC/USEPA/US@EPA

ccC:
06/06/03 03:41 PM g bioct: Re: 3¢7C para/aF36 BRADE]

Shanaz Bacchus

Shanaz Bacchus To: Chris Kaczmarek/DC/USEPA/US

06/06/03 12:17 PM ce. .
/ Subject: Re: 3c7C para/AF36 BRAD(E

shiawn
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*Privileged attorney-client communication*

Chris Kaczmarek
06/06/03 10:62 AM

To: Shanaz Bacchus/DC/USEPA/US@EPA
cCl
Subject: Re: 3¢7C para/AF36 BRAD[H
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Shawn,

*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

CCl
06/06/D3 10:48 AM  gypject: Re: 3¢7C para/AF36 BRADE]




*Privileged attorney-client communication*

—e] Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

_ ce:
; 06/04/03 05:56 PM Subject: AF36 BRAD

Deiiberative
Aftorney-Client Communicotion
Attorney Work Product

Shawn,

Chris E, Kaczmarek

Pesticides and Toxic Substances Law Office
Office of General Counsel

(202) 564-3809
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Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@ERA

] e .
05/30/03 11:03 AM Subject: Re: AF36/Draft BRAD/any comments?[2)

Shanaz Bacchus To: Chris Kaczmarek/DC/USEPA/US@EPA

/ 105 Al cer )
05/30703 11:08 Subject: Re: AF36/Draft BRAD/any comments?

Thanks.

Shanaz Bacchus, Chemist

USEPA/QPP (Mail Code 7511C)

Biopesticides and Pollution Prevention Division

1200 Pennsylvania Ave., NW.

Washington D.C. 20460

Phone: 703-308-8097

Fax: 703-308-7026

----- Forwarded by Shanaz Bacchus/ODC/USEPA/US on 05/30/03 11:00 AM -

Shanaz Bacchus To; Chris Kaczmarek/DC/USEPA/US

/21/0301:47 PM cc: .
05 Subject: Re: AF36/Draft BRADL




*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

cc
05/20/0305:14PM o o e

Shanaz Bacchus

Shanaz Bacchus To: Chris Kaczmarek/DC/USEPA/US

05/20/03 01:40 PM cc: .
Subject: Re: AF36[Y

shawrn
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*Privileged attorney-client communication*

Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

] cc:
05/20/03 11:31 AM Subject: Re: AF36[Y

Chris! . .

Shanaz Bacchus

Shanaz Bacchus To: Chris Kaczmarek/DC/USEPA/US
05/20/03 11:12 AM ce: Shanaz B;gchus/DC/USEPA/US@EPA, Amber Aranda
Subject: Re: AF36[Y

shawn
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*Privileged attorney-client communication*

- Chris Kaczmarek To: Shanaz Bacchus/DC/USEPA/US@EPA

. cc: Amber Aranda
05/13/03 03:11 PM Subject: AF36
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*Privileged attorney-client communication*

Chris Kaczmarek . To: Shanaz Bacchus/DC/USEPA/US@EPA

) cct Dennis Szuhay/DC/USEPA/US@EPA, Kevin
05709703 05:52 PM Lee/DC/USEPA/US@EPA, Amber Aranda

Subject: Comments on AF36

Thanks, Chris
(202} 564.3909
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*Privileged attorney-client communication*
*Personal privacy information*

Chris Kaczmarek To: Shanaz Bacchus _ Shanaz
) _ Bacchus/DC/USEPA/US@ERA

05/01/03 04:41 PM ce: Amber Aranda

Subject: Re: AF36 template/citationsf}

Chris

shanaz Baccnes [

‘Shamraz Bacchus To: Amber Aranda/DC/USEPA/US@EPRA, Chris
_ Kaczmarek/DC/USEPA/US@EPA
cc: John Kough/DC/USEPA/US@EP&, Carl
05/01/03 01:46 PM Etsitty/DC/USEPA/US@EPA, Phil Hutton/DC/L}_SEPA/US@EPA.

Dennis Szuhay/DC/USEPA/US@EPA
Subject: AF36 {ermplate/citations

Amber/Chris:

Thanks
Shanaz Bacchus, RAL
BPPD
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703-308-8097
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Lexas Nof-rmgarea Uplang Latlon COunty Lstimates Ul

Tnfh

AL WWW, RAass, usaa. govi/cecoieau. him

Yieid per
County District Acreage Acreage Harvested
District FIPS and Pianted Harvested Acre Preduction
’ Code Code County (acres) {acres) {pounds) (bales)
487 Wilbarger 30,000 25,000 161 8,400
888 | Other Counties 16,200 5,000 202 2,100
999 District 2-N 299,000 215,000 199 89,000
83 Coleman 5,000 3,500 182 1,400
151 Fisher 71,500 64,500 223 30,000
207 Haskeil 79,400 76,000 202 32,000
275 Knox 13,500 10,500 229 5,000
335 Mitcheli 55,600 40,000 180 15,000
% 353 Nolars 53,000 48,000 175 17,500
399 Aunnels 55,900 50,000 206 21,500
415 Scarry 63,000 51,000 179 19,000
888 Other Counties 128,100 102,500 214 45,600
999 Distriet 2-5 525,000 446,000 | 20 187,000
49 Brown 2,200 500 192 200
77 Clay 1,700 1,000 144 300
417 Shackeliord 2,500 2,400 26(? 1,300
30 447 Throckmorton 3,400 2,500 184 800
888 Other Caunties 2,200 1,600 120 400
L 999 District 3 12,000 8,000 180 3,000
27 Beil 1,500 H 1,500 416 1,300
85 Coilin 2,900 2,800 360 2,100
40 i
t19 i Deita 1,300 | 1,200 440 1,100
139 i Eftis 35,000 34,200 441 31,400
g‘QIZ‘I 1715 PM



rexas Non-urigated Upland Lotlon Lounty ssnmares Jugl

NP WWW, NASS.u50a.20v/ TX/CECOTUaU. nim

Yield per I
County District Acreage Acreage Harvested
District FIPS and Plented Harvested Acre Production
Code Code County {acres) {(acres) (pounds) (beles)
217 Hill ‘ 23,200 23,000 381 -. 17,300
231 Hunt 3,500 3,400 452 3,200
277 Lamar 2,900 2,800 364 2,200
283 Limestone 3,000 3,000 400 2,500
349 Navarro .17,300 17,000 339 12,000
4N Williamson 21,800 20,800 508 22,000
. 888 Other Counties 20,600 18,200 498 | 18,900
899 District 4 133,000 129,000 428 115,000
888 Other Counties 7,000 6,000 480 6,000
> 999 District 5-N 7,000 6,000 | 480 6,000
4 Brazos 2,400 2,100 48{;w 2,100
385 Robertson 3,100 2,800 314 1,800
52 471 Walker 1,300 1,100 524 1,200
. 888 Other Counties 1,200 900 427 800
gsg District 58-S 8,000 7,000 41T 6,000
85 Concho 27,300 24,500 186 8,500
307 McCulloch 3,900 3,500 165 1,200
N 383 - Reagan 30,800 1,200 320 800
413 Schiaicher 7,500 6,000 ag2 4,900
” 451 Tom Green 74,800 | 66,800 259 36,000
461 Upton 12,000 400 | 240 200
888 Other Counti;— " 4,700 600 320 400
999 Dislrict 7 161,000 103,000 247 §3,000
368

dnfi
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iexas Non-gmgaied Upland Lolon Lounly hsumales JUU|

NI WwWw.Nass.usda, govix/cecotuau.iim

i Yield per
County District Acreage Acreage Harvested
District FIPS and Planted Harvested Acre Productlon
Code Code County {acres) {acres) {pounds} - {bales)
I 15 Austin 4,300 2,600 628 3,400
25 Bee 11,700 11,700 431 10,500
51 Burleson 3,200 3,100 387 2,500
55 Caldwell 3,300 3,100 449 2,900
89 Colorado 6,800 4,100 644 5,500
¥ 175 Goliad 1,500 1,500 480 1,500
. 255 Karnes 1,200 1,200 480 1,200
453 Travis 3,300 3,100 294 1,900
888 Other Counties 2,700 2,600 480 2,600
899 District 8-N 38,000 33,000 465 32,000
] 273 Kleberg 43,300 18,000 427 16,000
3565 Nueces 144,600 117,000 570 139,000
391 Refugio - 41,200 40,600 875 74,000
. » 409 San Patricio 125,000 123,500 591 152,000
888 Other Counties 800 | 900 533 1,000
999 District 8-3 355,000 300,000 811 382,000
39 Brazoria 7.700 7,700 692 1 1;100
57 Calhourn 27,500 25,800 683 36,700
239 Jackson 35,500 30,500 738 B 46,900
g0 469 Victoria 18,300 15,700 605 19,800
481 Wharton 74,000 70,500 783 115,000
888 Other Counties 95,000 90,800 732 138,500
999 District 9 258,000 241,000 733 368,000

SnfA

4339"?1 i 08 PM




lexas INen-UTigarea uptand Loten Lounty psfimates ZUUJ

Anfh

Nitp4 Www.nass. usaa. gov/ix/cecotuay. nim

Yield per
County District Acreage Acreage Harvested
District FIRS and Pianted Harvested Acre Production
Code Code County {acres) (acres) (pounds) (bales)
13 Duval 1,500 800 480 900
[
96 - BB8 Other Counties 20,500 17,100 396 14,100
989 District 10-N 22,000 18,000 400 15,000
T

61 Cameron 44,600 13,000 247 6,700
215 Hidalgo 42,500 8,500 282 5,000
97 489 Willacy 80,000 19,000 202 8,000
888 Clher Counties 900 500 288 300
999 District 10-8 168,000 41,000 234 20,000
99 999 Texas 3,762,000 2,263,000 339 1,599,000

When less than 1,000 pianted acres of dryland or irrigated crop are eslimated for a county or disirict,
the acres and production 1or both practices ars included in "other counties” or "other districts” to avoid

disclousre.

93/9’% [2:15 PAf




*Personal privacy information*
21 AF36/ast laps Page 1 al'l

Mike Braverman To:Shamaz Bacchus/DCAISEPA/USA@EPA, Shanaz Bacels _

<hravermn@ALSOP. RUTGERS.EDU> co:Peter Colly <picotyigsrre.ars.usda.govs
bee:
06/09/2003 08:12 AM AST Subject:RE: AF36/last laps
Shanaz e

These are the numibers | received from Peter

Follovang is requested data {as near as | can figure):

Year Amodnt Used
;98 1,120.00

1997 4.630.00

1898 4,980.00
1968 105,624 40
2000 170,008.00

2001 185,454,600

2002 187 992 .00
2003 200,000.00 Projacied

Jer 36 10 2003 §73,509.00 Total

L.ooking forward to the BRAD

Michae! Braverman, Ph.0}

Biopesticide Cnordinwtor

IRl Project, Runggers Linjversily
Technology Centre af New Jersey

681 LLS. Highway | Senth

Morth Branswick, New Jersey 08902-33%0
Tel (732)932-9575 ex1 610

FAX (732)%32-8:181

bravermaani@aeson migers.cdu

iR-4 Websile www cockanigers.edus-ird

4

hitps://dewebmail | epa.gov/mail/sbachus.nsf/5e3024 1baaal40caB3256197006¢ 1232/ 1233 1bb4ba%3 1398525 . 6/9/03
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Page 1 of 2

fbmverman@AESOP.RUTGERS.EDU‘)m &t
bee:
06/16/2003 09:51 AM AST o Subject:RE: AF36/cottonseed meal/cottonseed oil
Shanaz

In relation to questions A and B below...

&. See MRID 43763403 page 624 which is from a journal article: Influence of
Field Application of an atoxigenic strain of A, flavus on the populations of
A, flavus infecting cotton bells and on the aflatoxin content of cottonseed.

There is no change in the total population of A, flavus compare to the
contrel due to treatment with AF36 only the composition . In addition direct
feeding in mamalian acute oral studies showed no adverse affect.

“hermore, the fungus is killed during oil extraction with organic solvent
such as hexane, the leftover part is the cottonseed meal

B. This is what constitutes efficacy. There is no increase in aflatoxin due
to treatment with AF36, there is a decrease. See the same article cited
above. Aflatoxin is not ¢il soluble and thats why it stays with the msal.

Michael Braverman, Ph.D

Biopesticide Coordinator

IR-4 Project, Rutgers University
Technology Centre of New Jersey

681 U.3, Highway 1 South

North Brunswick, New Jersey 08%02-33%¢
Tel (732)932-9575 ext 610

FAX  (732)932-8481
bravermanflaesop.rutgers.adu

I‘ Website www.cook.rutgers.edu/~ird

————— Criginal Message-~=~-

From: Bacchus.Shanazlfepamail.epa.gov
{mailto:Bacchus.Shanaz@epamail.epa.gov]

Sent: Sunday, June 15, 2003 12:16 PM

To: Mike Braverman

Subject: RE: AF3&/cottonssed meal/cottonseed oil

Please bear with me, because I have not looked at the data submissions
and I'm looking for hard data which may be already available.

Does Peter have any data te show that:

a. AF36, the fungus (hyphae, mycelia, conidia, etc.,) 1s not found in
cottonseed meal and cottonseed o0il? Or if there are data te show that
Aspergillus is normally found in these food commodities, do they show
that the levels of Aspergillus found in the c¢ontrols are not any greater
than those treated?

b. aflatoxin levels in these food commedities {cottoenseed meal and
cottonseed oilldo not change above background aflatoxin levels as a

https://dcwebmaill.epa.gov/mail/sbachus.nsf/5e502a 1baaaf40ca85256197006c1a32/a235d711700b84b9852...  6/16/03
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Shanaz

*Personal privacy information*

Mike Braverman To: Shanaz Bacchus/DC/USERPA/US@EPA

<braverman@AESQP, ce:
RUTGERS.EDU=> Subject: RE:

06/13/03 10252 AM

| pasted Peters previous message below which were the pounds of formulated materiai.

The ijabei states that the formulation contains 0.0008% a.i. so | took the numbers
below and mutiplied them by 0.000008 to get the pounds of a.i.

Year
1996
1997
1998
1999
2000
2001
2002
2003

TOTAL

Following is requested data {as near as | can figure):

Pounds Al
(.00896
0.03704
0.0398
0.8448
1.3601
1.5856
1.5039
1.6
6.99

Year Amount Used

1996 1,120.00

1997 4,630.00

1998 4,880.00

1899 105,624.00

2000 t70,008.00
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2001 199,454.00
2002 187,992.00
2003 200,600.00 Projecled

1996 to 2003 873,809.00 Total

Michael Braverman, Ph.D

Biopesticide Coordinator

IR-4 Project, Rutgers University
Technology Centre of New Jersey

68t U.S. Highway 1 Sonl

North Bnmswick, New Jersey 08202-3390
Tel {732)932-9575 ext 610

FAX {732)932-8481
braverman{@aesop.rulgers.cdu

IR-4 Website www.cook.nungers.edu/~ird

----- Criginal Message-----

From: Bacchus.Shanaz@epamail .epa.gov (maitto:Bacchus.Shanaz@epamail.epa.gov]
Sent: Thursday, June 12, 2003 5:10 PM

To: Mike Braverman

Subject: Re: AF36

1 am sincerely hoping that by June 18 1 can hand you a registeted label, registration
notice, etc. Did you and Peter ever check the # Ibs active ingredient used for the
experimental vears? Is that ~ 0.01 Ib ai/facre = 10 Ib EP? another way of saying this 1s:
Does the estimate of the Ibs EP used during the EUP = §738.09 [b and does Peter have to
manufacture 2000 Ib ai for 2003?

So there's a way you can help me now (smile) and please reply ASAP (within the next 24
hrs or less),

Thanks.
Sincerely,

Skanaz Bacchus, Chemist

USEPA/OPP (Matl Code 7511C)

Biopesticides and Pollution Prevention Division
1200 Pennsylvania Ave., N.W.

Washington D.C. 20460

Phone: 703-308-8097

Fax: 703-308-7026
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Mike Braverman <braverman@AESOP.RUTGERS.EDU>
06/12/2G03 03:34 PM AST

To: Shanaz Bacchus/DC/USEPA/US@EPA
ce:

bee:

Subject: AF36

Shanaz

I noticed the FR notice on the A. flavus for peanut. How is
it looking for :
AF3E. T will be at EPA on June 18th if that helps anything.

Michael Braverman. Ph.D

Biopesticide {oordinator

IR-4 Projects Rutgers University
Technology {entre of New Jersey

E&L U.S. Highway 1 South

North Brunswick. New Jjersey B08502-3350
Tel (732)532-9575 ext k10

FAX (732)932-8481
bravermandaesop-rutgers.edu

- IR~4 Website www.cook.rutgers.edu/-iry
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Brilefing Aspergilius flavus AF36 April 7, 2003
Microbial Pesticides Branch/BPPD

D. Occupational and Residential Exposure:
- reduced toxigenic strains
- 400 foot boundaries
- PPE (long sleeve shirt, long pants, shoes, socks, respirator), REI 4 hrs {coveralls)

4. Ecological Exposure and Risk

A, Avian oral
- acute avian oral infectivity/pathogenicity waived during EUP pending acute avian
infectivity/pathogenicity

B. Avian inhalation
- inhalation route most likely associated with aspergillosis, which is most commonly
linked to A. fumigatus
- no treatment-related effects or clinical signs of toxicities/pathogenesis.
- acceptable

C. Honey bees
- potential for chalkbrood in bees - but study demonstrates nonhazardous to honey bees

- Honeybees study supplemental - honey bees visit cotton flowers, but do not collect
their pollen,

0. Waived:
1. Non-target insects
2. Fresh water & marine aguatic vertebrates and invertebrates (granular, low runoff and
exposure)
3. Non-target terrestrial and aguatic plants (normal scil & plant colonizer)
4. Wildlife {mammalian acute oral {IV); puimonary {Ill) from health effects)

E. Endangered species
- carnivoirous birds not at-risk - pesticide supplied on wheat seed matrix
- omnivorous birds - insects managed in cotton fields - low exposure to AF36
- A. flavus spp. - natural soil and plant colonizer associated with plant debris
- granular nature of pesticide minimizes drift and runoff
- labeled for endangered species during EUP pending avian inhalation study evaluation

5. Efficacy
- required of all pesticides which have claims to control a pest which endangers public

heaith
- seasonal population data submitted and reviewed from Soil and air monitoring studies,

suggesting that: AF36 displaces aflatoxin-producing strains on cotton crop

6. Public Interest Finding
- Public health hazard
- There are no alternatives registered specifically for reduction of populations of

2

376




Briefing Aspergillus flavus AF36 April 7, 2003
Microbial Pesticides Branch/BPPD

aflatoxin-preducing, Aspergillus Havus.
- savings cotlon industry

6. Recommendations and Conditions of registration
5 batch analysis (to include nominal limits, viability, storage stability of preduction
batches) (submitted by March 2004)

Efficacy data TX during first large scale application - TX {(submitted by 2004 March)

Team Members

Health Effects Ecological Effects

John Kough, Ph.D. Senior Scientist Zigfridas Vaituzis Ph, D., Senior Scientist
Carl Etsitty, M.Sc. Gail Tomimatsu, Ph. D.

Cindy Schaffer, M.Sc. (previous reviewer) Alan Reynolds, M.Sc.

Mike Watson, Ph.D, (previous reviewer) Joe! Gagliardi, Ph. D.

P
[

Regulations
Shanaz Bacchus, M.Sc., MBA,

0GC
Suzanne Krolikowski (Attorney)
Laure! Celeste (Attorney)

Managers

Janet L. Andersen, Ph.D, {(Division Director)

Phil Hutton, M.Sc. (Deputy Div. Dir, Acting)
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Briefing Aspergillus flavus AF36 April 7, 2003
Microbial Pesticides Branch/BPPD

This is for your consideration, not to be sent to J. Jones

Questions:
1. Do we need any dermal studies for the ground-in furrow freatment? ...the fabel recommends

no cultivation after application and it is afsc a 1 time prebloom application. Both suggest low
exposure.

2. Do we want production batch analysis within 1 year? Or longer monitoring?

3. Do we want more than 1 or 2 year efficacy trials in Texas?

4. Do we still need 400 ft. boundaries around hospitals, daycares, schools etc. Yes, in my
humble epinion—err on the side of precauiionary.
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Conference Call with EPA Thursday, March 13%, 2003 at 2:30 PM EST

The following ten individuals are potential participants in conference call from
outside EPA;

+ Dr. Phit Wakelyn, Senior Scientist, National Cotton Gouneil, Washington, DC

~Dr. Michael Braverman, Biopesticide Manager, IR-4, Rutgers University, New
Brunswick, NJ

wLarry Antilfa, Staff Director, Arizona Cotton Research and Protection Council,
Phoenix, AZ
Dr. Peter J. Cotty, Research Plant Pathologist, USDA, ARS, SRRC, New
QOrleans, LA

v'Dr. Jane F. Robens, Nationai Program Leader, USDA, ARS, Beitsville, MD

Jeff Nunley, Executive Vice President, South Texas Cotton and Grain
Assaciation, Victoria, TX

i/Cralg Shook, Chairman of the Board, South Texas Cotton and Grain
Association, Victoria, TX

\Clyde Sham, President, Arizona Cotton Growers Agsociation, Phoenix Arizona

= Hollls Sullivan, Manager, Valiey Cooperative Oil Mill, Harlingen, Texas
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Mike Braverman To: Shanaz Bacchus/DC/USEPA/US@EPA
<braverman@AESQP. cc: Peter Cotty <pjcotty@srrc.ars. usda.gov>
RUTGERS.EDU> Subject: Af36 cotton forage

06/17/03 10:36 AM

Dear Shanaz

In regard te your guestion about the use of cotteon feorage and AF3&, most
cotton is defoliated so cotton forage would be an extremely miner feed item.
Cotton leaves and stems would be left in the field and any cleaned cut in
the ginning process would also be dumped back onteo the field. Any other
remaining vegetation would be plowed under. Plowing under of all cotton
plant debris is manditory under the bell weevil eradication pregram. In
addition, cotton forage would not influence dietary exposure for the
fellowing reasons: : :

1) There would be no secondary transfer of the organism AF36 into milk and
milk.

2) Mamalian acute oral studies did not indicate any adverse effects and the
clearence of AF36 occured in both rats and blrds .

3) AF36 is already naturally occuring in 50115 preducing cotten, corn, and
wheat so a cow eating any feed that has had any expesure with soil is
already consuming AF36.

4) AF36 only changes the compositien of the A. flavus pepulation in seil and
subsequently plant debris by decreasing A. flavus strains that produce
aflatoxin. It does not significatly increase the total Aspergillus
populatien

5} AF36 is applied as a granule so it is not sprayed onto cotton feliage.

Please let me know if there are any other guestions,
Thanks

Michael Braverman, Ph.D

Biopesticide Coordinator

IR-4 Preject, Rutgers University
Technology Centre of New Jersey

€81 U.S. Highway 1 South

North Brunswick, New Jersey (0B902-3390
Tel (732)932-9575 ext 610

FaX (732)932-8481
braverman@aesop.rutgers.edu

IR-4 Webhsite www,cook.rutgers.edu/~ir4
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Shanaz Bacchus To: Group Information-Sves-Ctr@EPA

ce:
03/26/2003 03:13 PM Subject: MRID request

-~ Forwarded by Shanaz Bacchus/DC/USERPA/US on 03/26/03 03:09 PM «---

J POSTED MESSAGE FROM: Sara Boman
POSTED GN: 02/23/98 02:08:43 PM

Request Number:

INFORMATION SERVICES CENTER
Document Request Form

{nstrucons: To complete this farm using Lotus Notes mail, {1.{ Select from the top level menu: Actions/Forward; (2.1

Address your message t¢ "Group Information-sves-Gtr.” You may type in that neme or select it from the Address Book;
3.} Serall down to the text area and complete the form; (4.} send your message.

Mame: Shanaz Bacchus lD\Number: 0173 036083

Phane: 703-308-8097 Oivision: BPPD \
Service Requested: { ) Fiche [ x 1 Paper { ) Review Only [ 1 CO o our mwos s siorieo '

ek mendnhy o COF ]

. Type of { 1 Accession [ x] MRID { ] Tox Review
Document: { ] PR Notice [ 1RED { 1Fact Sheet
[ ] OPP Publication [ I QOther
Reason for [ I Re-registration [x 1 Registration
Request: [ ISpecial Review [ ) Compliance Enforcement
[ ] FOIA [ [BALZ)
{ IOther

Doument[s) Reguested:
439090001
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ISC Staff Use Only
Contractor Work ——

Y7/23

Performed by: LN Time In: 5} l/{/? -
EPA QC Work 3-27T-03
Performed by: Time Out: j] L& <
J/4
4
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Cr. Bill Biehn

Tachnolagy Center of New Jersay BEDN 1oy e
581 UU.S. Highway #1 South TEES
MNorth Brunswick, NJ 808%02-3380

Dear Or. Bishn:

Subject: Aspergillus flavus AF36 on cotion in Arizona
Expearimental Use Permit Yearly Report
Proposed Section 3 Registration

fiejow are the dala required (a) in the yearly regort of the extended Experimenial Use Permit
(EUP) and {b) a description of data requirgd for the Section 3 registration for Asgergifius Tavus AFJIB on
cottan in Arizona. These requirements are summarized in bold and a brief discussicn of the rationale
behind sach of the data requirements follaws sach raquirement,

[. Extended EUP Yearly Raport

A. Heaalth affects

1. DATA REQUIRED for Quality Assurance - The yearly report for the EUP mustinclude

summary of the anafyses for each batch | shawing levels of {3} aflatoxin and (b) human pathogen
and other contaminant{s) in the batches and notations of the batches destrayed. During the EUP
extensian, details of the laboratory tests supporting these summarized data reports must be kept

in yaur recards and are subject to gudit,

Quslity Candrals {areduict identity and aflatoxin graductiond: I the vearly regert for the EUP, pravide
summanes of recards o demoanstrate thal .

() The fungus grasenion the whest sesds is AF38. This identification can be done by
vagetative comgatibitity.

{2} A, flavus AF36 has not acquirad the asbility ta produce aflatoxins (i.e,, test for aflaloxins).
You must inciude in your recards rotation of A, Aavus AF36 balches which were desirayed because of
any significant level of aflatoxin produced by that batch. Qetsils of thesa hatch analyses must be

maintained in yayur lsbaratgry ar areduction recards and are subject to audit,

‘5@:{; Cantrols (human gathogens and other mugrobial cantaminants): CQuality contral measures must De
identified, reponted (o the Agency, and imalemented 0 indicate what levals of contaminants are
SBITIICIT3088:85224EUP 1:71583RI008432 .

COMCURRENCES ’ .

- -7:...‘_ ..‘.‘:......4...‘ .............. .,..Ja--.'-wu--a-«-w‘a e
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considered acceptabie. This inciudes human pathogens, as well as ather contaminating microbes.
Batches of the pesticide containing contaminants sbove reguiatory levels, must be destroyed.

B. Ecological Effects

For 2 detziled discussion of the ecological data requiraments below, sge the attached DERs by
Dr. Doug Gurian-Sherman, if discussion about the protocols or any other further clarfication about fieid

monitoring is needed, {eel free to consult with us.

1. DATA REQUIRED - air monitoring of spores: Data for each of two seasons must be included in
the annual report of the EUP and submitted in support of the proposed Section 3 registration.

Durng the EUP, air monitoring of spores is required to determine whether total A. flavus spore
production in.reated cotton fields is significantly higher than in untreated fieids. Data presented in Volume
1 of the study, completed 12/8/98, suggest that A, flavus inocuium production in treated flelds is typicaliy
not higher than in untreated agricuitural fields, However, the sfudies presented were not designed to
determine whether this is true, and therefore air sampling studies of A. flavus conidia in ireated and
untraated fields are required. Reports must inciude data from Juily througin October of each season. If the
genetic marker test is avaitable (see DATA REQUIREMENT 2 {or human health effects below) provide
data to demonstrate the relative proportions of AF36 to total A. flavus. These data are required because
puimonary exposure is an imoortant routs for avian aspergillosis infection,

2. DATA REQUIRED - Propaguies in cotton fleld soil: Coilect data to determine the amount of A
davus orooaguies in cotton feld soii and on the crop at maturity.

Data presented to demonstrate the iack of change in the amount of propaguies in cotton field soit
one year following treatment, and on the crop at maturity, were sufficient to support the proposed
expanded ZUP, However, these reports demenstrated a high level of varability, Because this risk
assessment relies substantialiy on exposure datz and AF36 is a possible pathogen, the Agency requires
analyses of these soil samples, at least for an additional year, to support your agpiication for full Section 3

registration.

f. SECTION 3 REGISTRATION DATA REQUIREMENTS

The following data are required for the Section 3 registration. Some of these reguirsments are
described in detail above under the EUP since they are routine analyses required for tecord-keaping.

A_ Health Effects

1. DATA REQUIRED - During production you must submit summaries of the Quality Assurance
reports of al| production batches for {2} aflatoxin and {b} fiuman pathogen contaminants and other
contaminants and metanclites of toxicological concern. Your report must inciude notations of the
batches of A. flavus AF 36 destroyed on the basis of aflatoxin or any other contamination above

regulatory levels.

Quality Control: To ensure that groduction baiches are consisiant, you must continue to monitor
them as required above for the EUP extension. Prévided that the manufaciuring orccess ramains
unchanged, and the production batches meet Agency raquirements, requency of ihe testing may
decrease. Tne requirement will always remain lo destroy batches (lots} containing contaminants of
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toxicological concem. Such contaminants include either aflatoxin preducing A. flavus, or aflatoxin itself, or
ather numan pathogens or microbial contaminants or any other potentially toxic metaboiites, Only
summanes of these tests must be submitted to the Agency, Details of these data must be available for
laboratery audits or other enforcement actions a2s required under the regulations. if the manufacturing
method changes from that used for the EUP, you must submit appropniate product identity, product
chemistry, and quality control/assurance data to support the new manufacturing method.,

2. DATA REQUIRED - A genetic marker test or other more definitive Quality Assurance procedure =7 ,
is required to distinguish A, flavus AF 18 from other A. flavus species, o

An attempt must be made to develop another tacimechanism, rather than plus/minus vegetative
compalibility to differentiate Aspergillus flavus AF36 from other A. flavus species. Such a test may be a
genetic marker or another mechanism sensitive enough to differentiate and enumerate the population of
AF 36 in cotton field samples. in other werds, the detecticn fimit should provide adequate assurance that
the population of AF 38, versus other A. flavus strains can routinely and accurately be determined. For
additional information regarding this requirement see Agency memorandum dated May 14, 1999 from
Michaet T. Watson to Shanaz Bacchus.

3. DATA REQUIRED - Acute pulmonary toxicity/pathogenicity study in appropriate mammaiian
madei.

Acute aulmonary toxicitvioathogenicity in mammels; Because no data have been submitted for

the EUP to demonstrate the acute puimonary toxicity/pathogenicity of A. flavus AF38 te mammals,
guideiine studies conducted in an appropriate mammalian model are required for a Section 3 registration.

8. Ecological Effects

in addition to the air and soil monitoring of spores discussed above, the Agency requires the
foliowing ecoiogical effects data io support the Section 3 registration. [t is recommended that you use two -
differant species of birds for the avian acute oral and acute puimonary studies {1 and 2 below). These two :
data requirements can be discussed with Agency scientists at atelecenference, if necessary. L L
1. DATA REQUIRED - Based on the observations below, an acute avian oral toxicity/pathogenicity 7 !
study is required in order to determine the ecological effects of AF36 on avian species to satisfy :f“""_'

Eah Y

quideiine requirements. These data will be requited for the Section 1 registration. e

Acute oral toxicitv/nathogenicity fo birds. Bird census data (MRID 444642-02), submitted in ST
support of the permit, suggest that native bird species are prasent in cotton fields in Arfzona dunng and
after pesticide application. Both studies which present census data (MRID 444642-02 and 444526-13)
conclude that red wing blackbirds are the predominant species in cotton fields. However, MRID
444842-02, Table V, demonstrates that many other species are present in cotton felds at frequencies
{~15 - 100%) comparabie to adjacent native habitat. in addition, MRID 444642-02 reported that a
significant proportion of birds were foraging in the fields, MRID 444526-~15 demonstrated much lower
percentage of foraging, but suggested that this was due to expenmentai difficulties and that actual
percentages were likely to be much higher. MRID ¢44779-01 has gisc been reviewed, but the extensive
census data of the other two studies are more relevant to risk assessment of the current biopesticide.
Therefore, even if the armount of treated wheat apolied (10 Ib/A) would not be encugh to attract birds to
cotton fields, birds are present in any case and are iikely to find some of the seed. Conseguentiy, aQ
acute avian gral toxicity/oathogenicity study is reguired.




.

2. DATA REQUIRED - Avian acute pulmenary toxicity/pathogenicity study in the northern
bobwhite quail.

Avian Acute Pulmoenary Pathogenicity: A. flavus is 2 known pathogen of birds. Because birds are
exgpected to be present in cotion flelds after sporulation of AF36, there is a potential for pulmonary
exposure to avian species, An avian acute pulmonary toxicity/pathegenicity study in the northern
hobwhite quail is required to ascertain the effects of A. flavus AF38 on birds,

3. DATA REQUIRED - Nan-target study to demonstrate effects on honey bee.

Mon-target bee data: The published iiferature indicates thatl several bee species are poilinators of
cotton, and may be present in cotton fields at flowering, when AF38 treated wheat wouid be prasent. A.
ffavus is known to cause stone brood of haney bees, and therefore hive exposure studies are required.
Since preliminary data, discussed above, suggests that exposure is probably not higher for hees in treated
than untreated fields, these studies may be performed during the EUP and submitted in support of the

Section 3 registration,

The data discussed abave must be submitted in the yearly report of the EUR andfor in sugport of
the Section 3 ragistration as indicated in this letter. A summary of the time frame for the submission of the
data is crovided in the Attachment {1 page}., The proposed time frame indicates that potential Section 3
registration depends on the acceptability of the EUP data. If you have any further questions, do not
hesitate to call Shanaz Bacchus at 703-308-3087.

Sincerealy,

Ll _Qal=.

Janet L. Andersen, Ph.D.
Directar

Bioeesticides and Poiiution
_ Prevention Division.

cc: Larry Attita
J. Maguir=
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Attachment Page 1 of 1

Summary of data requirements for the EUP yearly report and the proposed Section 3 registration
for A. flavus AF36 on cotton in Arizona

Data requirements for the EUP yearly report

Guideline Data required Required by
181-20 through | Summary analyses of each batch, product identity, leveis of - | Jan 2000
151-23 .| aflatoxin and other contzaminant analyses Nov/Dec 2000
Case b;/ case: | Product performance, Efficacy tesling of fungicide, product for Jan 2000
Similar to 40 contro! of organisms producing mycotoxins - air and soil NovfQec 2000
CFR 138.840: monitoring of A. flavus spores . '

Gdin. 83-16 - . . '

Data requirements for Section 3 registration

Guideline Data required : Required by

Data from EUP yeary report above . Nov/Dec 2000

151-20 through | Genetic marker test for identification of A. . favus AF36; Summary March 2000
15125 analyses of each batch, product identity, ieveis of aflatoxin and NovfDec 2000
other contaminant analyses :

154-16 Avian acute oral loxicity/pathogenicity Nov/Dec 2000
154-17 Avian acute pulmenary toxicity/pathogenicity Nov/Dec 2000
154.24 Honey bee'testing Nov/Dec 2000
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*Personal privacy information*

Mike Braverman Tow Shanaz Bacchus

RUTGERS.EDU> <pjcotty@srrc.ars.usda.gov>
Subject: RE: ATCC #/Trade mark?
05/29/03 09:48 AM o °C

Shanaz
The ATCCHE is 96045.

There is no trademark.

Michael Braverman, Ph.D

Biopesticide Coordinator

IR-4 Project, Rutgers University
Technology Centre of New Jersey

681 U.S. Highway 1 South

North Brunswick, New Jersey 08502-3380
Tel {732)932-9575 ext 610

FRX (732)932-8481
braverman@aesop.rutgers.edu

IR-4 Website www.cook.rutgers.edu/-ir¢

----- Original Message-----

From: Bacchus.Shanaz®epamail.epa.gov
{mailto:Bacchus.Shanaz@epamail.epa.gov]
Sent: Thursday, May 29, 2003 8:44 AM
To: Mike Braverman

Cc: Shanaz Bacchus; Peter Cotty
Subject: ATCC #/Trade mark?

1. More nit picking....what is the ATCC # for AF36?

2. Is AFP36 a trade mark? If so, it's not on the label as such..

anywhere else. Do advise.

Thanks.

Shanaz RBacchus, Chemist

USEPA/OPP (Mail Code 7511C)

Biopesticides and Pollution Preventien Division
1200 Pennsylvania Ave., N.W.

Washington D.C. 20460

Phone: 703-308-80%87

Fax: 703-308-7026

/DC/USERPA/US@EPA
<hraverman@ALSQP. cc: Shanaz Bacchus eter Cotty

Lo
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“‘;i - Joet Gagliard To: Shanaz Bacchus/OC/USERPA/US@EPA

G G S . L e

e g 03/20/03 03:39 PM Subject: Re: Trichodex Daphnia Study Completed DER[E}
Shan,
There are no confidentiality claims.

Joel

N
Trichodex daphnia sec review.w

Shanaz Bacchus

Shanaz Bacchus To: Joel Gagliardi/DC/USEPA/US@EPA

03/20/2003 03:35 PM ce: ‘
¥ 0303 Subject: Re: Trichodex Daphnia Study Compieted DERE

Thanks, Joel. 'l be in the office on Tuesday and will be free either before 10 a.m. or after 1 p.m. Ifit
doesn't have CBI, you can send me the electronic file right here on email and I'll access it from home.

Subject: Trichodex Daphnia Study Completed DER[H)

see u then,

shawn

Joel Gagliardi
T Joel Gagliardi To: Shanaz Bacchus/DC/USEPA/US@EPA
i' i Y 03/20/03 11:26 AM cc:
ﬂ:ﬁ‘:&a‘_}ﬁ.._fg [‘

Shan,

This study was peer-reviewed and Zig and | signed off on it today.

Stop by and | will give you the DER and return the original study,

The DER is rated supplemental {generally scientifically sound but not performed according to OPPTS
guidelines). .

Flags are: Aerial application, or direct application to water,, are not recommended. The LC50 is near the
expected environmental concentration.

Joel
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Federal Register: February 14, 2003 (Volume 68, Number 31))

[Notices}

[Page 7554-7558]

From the Federal Register Online via GPO Access [wais.access.gpo.gov]
(DOCID:fr14£e03-90]

ENVIRONMENTAL PROTECTION AGENCY

[OPP-2003-0020; FRL-7289-9]

Aspergillus flavus AF306; Notice of Filing a Pesticide Petition to
Establish an Exemption from a Tolerance for a Certain Pesticide
Microbial Agent in or on Food

AGENCY: Environmental Protection Agency (EPA).

ACTION: Notice.

SUMMARY: This notice announces the initial filing of a pesticide
petition proposing the establishment of regulations for residues of a
certain pesticide microbial agent in or on various food commodities.

DATES: Comments, identified by docket 1D number OPP-2003-0020, must be
received on or before March 17, 2003,

ADDRESSES: Comments may be submitted electronically, by mail, or
through hand delivery/courier. Follow the detailed instructions as
provided in Unit I. of the SUPPLEMENTARY INFORMATION.
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FOR FURTHER INFORMATION CONTACT: Shanaz Bacchus, Biopesticides and
Pollution Prevention Division (7511C), Office of Pesticide Programs,
Environmental Protection Agency, 1200 Pennsylvania Ave.,, NW,

Washington, DC 20460-0001; telephione number: {703) 308-8097; e-matl

address: bacchus.shanaz@epa.gov.

SUPPLEMENTARY INFORMATION:
1. Generall Information
A. Does this Action Apply to Me?

You may be potentially affected by this action if you are an
agricultural producer, food manufacturer, or pesticide manufacturer,
Potentially affected categories and entitics may include, but are not
limited to:

[sbull] Crop production (NAICS code 111)

[sbull] Animal production (NAICS code 112)

[sbull] Food manufacturing (NAICS code 311)

[sbull] Pestictde manufacturing (NAICS code 32532)

This listing is not intended to be exhaustive, but rather provides
a guide for readers regarding entities likely to be affected by this
action. Other types of entities not ltsted in this unit could also be
affected. The North Amertcan Industrial Classification System (NAICS)
codes have been provided to assist you and others in determining
whether this action might apply to certain entities. To determine
whether you or your business may be affected by this action, you should
carefully examine the applicability provisions. If you have any
guestions regarding the applicability of this action to a particular
entity, consult the person listed under FOR FURTHER INFORMATION
CONTACT.

B. How Can I Get Copies of this Document and Other Related Information?

t. Docket. EPA has established an official public docket for this
actton under docket identification (ID) number OPP-2003-0020. The
offictal public docket conststs of the documents specifically
referenced in this action, any public comments received, and other
information related to this action. Although a part of the official
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docket, the pnblic docket does not include Confidential Business
Information {CBI) or other information whose disclosure is resiricted
by slatute, The official public dockel is the collection of materials

that is available for public viewing at the Public Information and
Records Intcgrity Branch (PIRIB), Rm. 119, Crystal Mall 2,

1921 Jefferson Davis Hwy., Arlington, VA, This docket facility is open
from &:30 a.m. to 4 p.m., Monday through Friday, excluding legal
holidays. The docket telephone number is (703) 305-5805.

2. Electronic access. You may access this Federal Register document
electronically through the EPA Intemet under the "Federal Register"
listings at hitp://www.epa.gov/fedrgsti/,

An efectronic version of the public docket is available through
EPA’s electronic public docket and comment system, EPA Dockets. You may
use EPA Dockets at hitp://www.epa.gov/edocket/ Lo submit or view public
comments, access the index listing of the contents of the official
public docket, and to access those documents in the public docket that
are available electronically. Although not all docket materials may be
available electronically, you may still access any of the publicly
available docket materials through the docket facility identified in
Unit LB.1. Once in the system, select *“search,” then key in the
appropriate docket ID number,

Certain types of information will not be placed in lhe EPA Dockets.
Information claimed as CBI and other information whose disclosure is
restricted by statute, which is not included in the official public
docket, will not be available for public viewing in EPA’s electronic
public docket. EPA's policy is that copyrighted material will not be
placed in EPA's electronic public docket but will be available only in
printed, paper form in the official public docket. To the extent
feasible, publicly

[[Page 7555]]

available docket materials will be made available in EPA's electronic
public docket. When a document is selected from the index list in EPA
Dockets, the system will identify whether the document is available for
viewing in EPA’s electronic public docket. Although not all docket
materials may be available electronically, you may slill access any of
the publicly available docket materials through the docket facility
identified in Unit L.B. EPA intends to work towards providing
electronic access to all of the publicly available decket materials
through EPA’s electronic public docket.

For public commenters, it is important to note that EPA’s policy is
that public comments, whether submiited electronically or in paper,
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will be made available for public viewing in EPA's electronic public
docket as EPA receives them and without change, unless the comment
contains copyrighted material, CBI, or other information whose
disclosure is restricted by statute. When EPA identifics a comment
containing copyrighted material, EPA will provide a reference to that
material in the version of the comment that 1s placed in EPA’s
electronic public docket. The entire printed comment, including the
copyrighted material, will be available in the public docket.

Public comments submitted on computer disks that are mailed or
delivered to the docket will be transferred to EPA's electronic public
docket. Public comments that are mailed or delivered to the docket will
be scanned and placed in EPA's electronic public docket. Where
practical, physical objects will be photographed, and the photograph
will be placed in EPA's electronic public docket along with a brief
description written by the docket staff.

C. Bow and To Whem Do 1 Subimit Comments?

You may submit comments electronically, by mail, or through hand
delivery/courier. To ensure proper receipt by EPA, identify the
appropriate docket 1D number in the subject line on the first page of
your comment. Please ensure that your comments are submitted within the
specified comment period. Comments received afler the close of the
comment period will be marked "“late.” EPA is not required to consider
these late comments. [f you wish to submit CBT or information that is
otherwise protected by statnte, please follow the instructions in Unit
1.D. Do not use EPA Dockets or e-mail to submit CBI or information
protected by statute.

1. Electronically. If yon submit an electronic comment as
prescribed in this unit, EPA recommends that you include your name,
mailing address, and an e-mail address or other contact information in
the body of your comment. Also include this contact infonmation on the
outside of any disk or CD ROM you submit, and in any cover letter
accompanying the disk or CD ROM. This ensures that yon can be
identified as the submitter of the comment and allows EPA to contact
you'in case EPA camot read your comment due to technical difficulties
or needs further information on the snbstance of your comment. EPA’s
policy is that EPA will not edit your comment, and any identifying or
contact information provided in the body of a comment will be included
as part of the comment that is placed in the official public docket,
and made available in EPA's electronic public docket. If EPA cannot
read your comment due to technical difficulties and cannot contact you
for clarification, EPA may not be able to consider your comment.
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I. EPA Dockets. Your use of EPA’s electronic public docket to
submit comments to EPA electronically is EPA's preferred method for
receiving comments. Go directly to EPA Dockets at hitp://www.epa.gov/edocket
, and follow the online instructions for submitting comments,

Once in the system, select “'search,” and then key in docket [D number
OPP-2003-0020. The system is an "anonymous access" system, which
means EPA will not know your identity, e-mail address, or other contact
information unless you provide it in the body of your comment.

1. E-mail. Comments may be sent by e-mail to opp-docket{@epa.gov,
Attention: Docket 1D Number OPP-2003-0020. In contrast to EPA’s
electronic public docket, EPA’s e-mail system is not an ““anonymous
access” system. If you send an e-mail comment directly to the docket
without going through EPA’s electronic public docket, EPA's e-mail
system automatically captures your e-mail address. E-mail addresses
that are automatically captured by EPA's e-mail system are included as
part of the comment that is placed in the official public docket, and
made available in EPA’s electronic public docket.

iii, Disk or CD ROM. You may submit comments on a disk or CD ROM
that you mail to the mailing address identified in Unit LC.2. These
electronic submissions will be accepted in WordPerfect or ASCII file
format. Avoid the use of special characters and any form of encryption.

2. By mail. Send your-comments to: Public Information and Records
Integrity Branch (PIRIB) (7502C}), Office of Pesticide Programs (OPP),
Environmental Protection Agency, 1200 Pennsylvania Ave.,, NW.,
Washington, DC 20460-0001, Attention: Docket 1D Number OPP-2003-0020,

3. By hand delivery or courier. Deliver your comments to: Public
Information and Records Integrity Branch (PIRIB), Office of Pesticide
Programs (OPP), Environmental Protection Agency, Rm. 119, Crystal Mall
2, 1921 Jefferson Davis Hwy., Arlington, VA, Attention: Docket
1D Number OPP-2003-0020. Such deliveries are only accepted during the
docket's normal hours of operation as identified in Unit LB.1.

D. How Should I Submit CBI To the Agency?

Do not submit information that you consider to be CBI
electronically through EPA's electronic public docket or by e-mail. You
may claim information that you submit to EPA as CBI by marking any part
or all of that information as CBI (if you submit CBI on disk or CD ROM,
mark the outside of the disk or CD ROM as CBI and then identify
electronically within the disk or CD ROM the specific information that
is CBI). Information so marked will not be disclosed except in
accordance with procedures set forth in 40 CFR part 2.

In addition to one complete version of the comment that includes
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any information claimed as CBI, a copy of the comment that does not
contain the information claimed as CBI must be submitted for inclusion
in the public docket and EPA's electronic public docket. If you submit
the copy that does not contain CBI on disk or CD ROM, mark the outside
of the disk or CD ROM clearly that it does not contain CBI. Information
not marked as CBI will be included in the public docket and EPA's
electronic public docket without prior notice. If you have any

guestions about CBI or the procedures for claiming CBI, please consult
the person listed under FOR FURTHER INFORMATION CONTACT,

E. What Should I Consider as T Prepare My Comments for EPA?

You may find the following suggestions helpful for preparing your
comments:

1. Explain your views as clearly as possible.

2. Describe any assumptions that you used. ‘

3. Provide copies of any technical information and/or data you used
that support your views.
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4. If you estimate potential burden or costs, explain how you
arrived at the estimate that you provide.

5. Provide specific examples to illustrate your concerns.

¢. Make sure to submit your comments by the deadline in this
notice.

7.To ensure proper receipt by EPA, be sure to identify the docket
ID number assigned to this action in the subject line on the first page
of your response. You may also provide the name, date, and Federal
Register citation.

11, What Action is the Agency Taking?

EPA has received a pesticide petition as follows proposing the
establishment and/or amendment of regulations for residues of a certain
pesticide chemical in or on various food commodities under section 408
of the Federal Food, Drug, and Cosmetic Act (FFDCAY}, 21 U.S.C. 346a.
EPA has determined that this petition contains data or information
regarding the elements set forth in FFDCA section 408(d)(2); however,
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EPA has not fully evaluated the sufficiency of the submitled data at
this time or whether 1he data support granting of the petition,
Additional data may be needed before EPA rules on the petition.

List of Subjects

Environmental protection, Agricultural commodities, Feed additives,
Food additives, Pesticides and pests, Reporting and record keeping
requirements.

Dated: February 6, 2003.
Phil Hutton,
Acting Director, Biopesticides and Pollution Prevention Division,
Office of Pesticide Programs.

Summary of Petition

The petitioner summary of the pesticide petition 1s printed below
as required by FFDCA section 408(d)(3). The summary of the petition was
prepared by the petitioner and represents the view of the petitioner.
The petilion summary announces the availability of a description of the
analytical methods available to EPA for the detection and measurement
of the pesticide chemical residues or an explanation of why no such
method is needed.

interregional Research Project Number 4 and The Arizona Cotton Research
and Protection Council

PP 8ES001

EPA has received a pesticide petition (PP 8E5001) from
\nterregional Research Project Number 4 (IR-4), New Jersey Agricuitural
Experiment Station, Technology Center, 681 U.S. Highway 1
Soulh, North Brunswick, NJi 08902-3390 on behalf of the Arizona Cotton
Research and Protection Council, 3721 East Wier Avenue Phoenix, Arizona
85040-2933 proposing pursuant to section 408(d) of the FFDCA, 21 U.S.C.
346a(d), to amend 40 CFR 180.1206 by establishing an amendment/
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expansion of an exising 1olerance exemption for the microbial
pesticide Aspergiiius flavus AF3I6 m or on the food and feed cammodity
cotton and s by products.

Pursuant o sectton 408(D2H AN of the FFDCA, as amended, the
afaresaid Interregional Research Project Number 4 (IR-4), has submiuted
ihe following summary of mformotion, dota, and arguments in support of
the pesticide petition on behalf of the Avizona Cotton Research wd
Proteciion Council, however EPA has not fiully evaluated the ments of
the pesticide pelition, The summary may have been eduted by EPA i the
tenmmimology used was unciear, the shmmary contained extrancons
material, or the stwmmary mmntentionatly made the reader conclhude thai
ihe findings reflected EPA's position and not the position of vhe
petitioner.

A, Product name and Proposed Use Pracuices

Aspergiltug flavas AF36, a non-altatoxn-producing strain of
Agpergitius flavus, 18 proposed far applicabion 1o catton 1o reduce the
meidence of aflatoxin prodacing strains ofAspergitius Havns and
ihereby reduce aflatoxin contammation of cottonsced, When applied just
prior to {lowering, Aspergitius flavis AF36 wineh does noy produce
allatoxin, campeutively excindes allatoxin producing Aspergitius
flavus strains WIBOTTMcreasing Aspergitus favus f the environment
i he ong term. Stertle wheat secedicolomzed with Aspergitius flavus
Al
T ingredient fess than 0.01 th/acve) per aere. The pesticide is enrrently
being nsed i ceriain caunties 1n the States of Arizona and Texas under
an Expertmental Use Permit (EPA Reg. No. 69224-EUP-1). The current
snbomssion praposes ta estabhish a permanent exemption from tolerance
{or residnes of Aspergtlins lavus AF36 on couon and its byproduets.

3. Prodnet fdeaitw’Chennstry

I, Identity of the pesticide and corvespondimg residies. The
pesticide and corresponding residues are identified as Aspergiiing
Havus AF30, a non-aflatoxin-producing sirain of Asperuttius flavus,

2, Magmnde of residue at the ume of harvest and method used 1o
determine the residue. Asgperaitlus favos AF36 1s a natnrally ocenrng

umgns isolated from cottonsecd prochiced in the Ynma Valley ol Arizona

Aspergthins Haves AF36 bas been shown to be naturally and consistently
associated with commercial colton grown i Anzona, Other than




immediately after application, the overall quantity of Aspergillus

flavus at time of harvest on cottonseed grown in fields where

Aspergillus flavus AF36 has been applied and has been shown to be
similar to levels on cottonseed grown in fields where no application

was made. Aspergillus flavus is a widespread fungus. It is particularly
well adapted to the liot desert regions of Arizona where it is

widespread in the environment. The communities of Aspergillus flavus in
the desert and in agncultural ficlds are naturally composed of both
aflatoxin producing (toxigenic) and aflatoxin non-producing

(atoxigenic}) strains. Both atoxigenic and toxigenic strains have been
fonnd on essentially all plant material and soils in the desert valleys

of Arizona. The goal of applications is to increase the percent of the
Aspergillus flavus community composed of the atoxigenic strain AF36 and
to decrease the percent of Aspergillus flavus that produces aflatoxins

on the crop and in the fields,

3. A statement of why an analytical method for detecting and
meassning the levels of the pesticide residue are not needed. An
exemption from the requirement of a tolerance for residues of the
microbial pesticide Aspergillus flavus AF36 in/on colton is being
proposed for cotton treated in Arizona and Texas. Aspergillus flavus
isolate AF36, when applied 1o the soil just prior to bloom has been
shown to significan{ly reduce the levels of aflatoxin in cottonseed at
harvest. Aflatoxin levels in cottonseed products are regulated by the
Food and Drug Administration (FDA). FDA does not allow cottonsecd
products containing aflatoxin at 20 parts per billion {ppb), or higher
to be used in dairy rations. FDA regulations also do not allow
cottonseed products containing aflatoxin above 300 ppb, to be used for
feeding beef cattle. All lots of the active ingredient (Aspergillus
flavus 1solate AF36) and the formulated products are monitored for
aflatoxin production as part of a rigorous quality control program.
Starter cultines of Aspergillus flavus isolate AF36 used in the
production of the end-use product are always screened for strain
identity by vegetative
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compatibility, and for aflatoxin production using thin layer
chromatography and appropriate standards. Quality control standards are
zero tolerance in the starter cultures and in the formulated product

for aflatoxin production, and for Aspergillus flavus not identified as
Agpergillus flavus isolate AF36. Aspergillus flavus AF36 has never been
found to produce aflatoxin.

398




C. Mammalian Toxicological Profile

An acute oral toxicity test was performed whereby a single oral
dose of 5,000 milligrams/kilogram body weight (mg/kg/bwt) per animal of
Aspergillus flavus AF306 colonized wheat seed was administered by gavage
to five male and five female Sprague Dawley rats. The oral
LD50 of Aspergillus flavus AF36 was determined to be greater
than 5,000 mg/kg rat body weight. No clinical signs were observed
during the 14-day study and no abnomalities or adverse effects were
observed in any of the rats upon necropsy.

An initial pulmonary rat study resulted in lethality in a
significant number of animals treated with cither the live Aspergillus
flavus AF36 in Tween 80 or heat killed Aspergillus flavus AF36 in Tween
80. Onset of symptoms was rapid after dosing with all deaths occurring
by day 4 of the study. All rats surviving to day 4 of the study
recovered and all rats sacrificed (as scheduled) on day 8 or day 15 of
the study had totally eliminated viable Aspergillus flavus AF36 from
the lungs, caecal contents, and feces. There was no evidence of
infectivity. The aetiology of deaths was unclear, It appeared that
Aspergillus flavus AF36 prepared as a test substance with Tween 80
caused a severe acute inflammatory response. Retrospective literature
review and consultation with a toxicologist supported the theory that
the responses were a result of a synergism with Tween 80 and/or of
Tween 80 breakdown products formed during preparation of the spore
suspension test substance,

A second rat pulmonary study was therefore undertaken, In the
second study the conidia were both washed from the wheat and suspended
in sterile physiological saline instead of Tween 80. Animals (2 male
and 2 female for each treatment level) were dosed at 0, 10454, 1O\,
10\7\, and 10\ colony forming units per rat. There were no clinical
signs in any of the treatment groups considered to be associated with
the test substance. Rats were sacrificed at day 8 without treatment
associated mortality. No abnormalities were observed in any of the
animals at the macroscopic examination at termination.

Based on these two mammalian studies, the petitioner concludes that
Aspergillus flavus AF36 does not present either a toxicological or an
infectious risk to mammals. Data waivers were requested for the
following toxicology studies: Acute dermal toxicology/pathology,
primary dermal irritation, primary eye irritation, and acute
intraperitoneal toxicology/pathology effects of the microbial
pesticide. The following rationales were used as a basis for the data
waiver requests:

[sbull] Researchers and other workers have worked with Aspergilius
flavus AF36 at the Southern Regional Research Center for over 10 years
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and in commercial fields (1996 to 1998) and in hand-picked field plots
{1989 to 1994) without report of any adverse health effects.

{sbull] Aspergillus flavus AF36 is widely distributed in the
environment and its occurrence is natural.

[sbull] The label will require applicators and other handlers to
wear Personal Protective Equipment (PPE) such as waterproof gloves, a
dust/mist filtering respirator with the appropriate NIOSH approval
prefix N-95, P-95, or R-95, coveralls, long sleeved shirt and long
pants, and shoes phis socks, and goggles, to mitigate against dermal
and primary eye irritation exposure,

The pesticide is to be applied aerially by mixers/handlers and
applicators who are licensed and trained to handle restricted
materials. At the 10 Ib/acre application rate of the formulated
material, the total amount of active ingredient is less than 0.01 1b/
acre. Applications of AF36 do not significantly impact the total amount
of Aspergilims flavus in the soil or crop, it only change the
proportion of the AF36 strain in relation to the overall soil
popilation. Since the product is applied {o cotton fields as a granular
formulation on colonized wheat seeds, exposure from drift is minimal.

In addition, the following rationales were advanced in support of
the data waiver requests for acute dermal toxicity and primary dermal
irritation. These stidies were waived during the experimental use
program, based nipon the lack of toxicity in animals dosed orally. While
other Aspergillus flavus strains have been reported to be dermal
sensitizers, this testing is not warranted, since the aerial method of
application and the PPE required on the label will mitigate dermal
exposure to workers and pesticide handlers. The acite intraperitoneal
stidy was waived based upon the lack of toxicity in animals dosed
orally and by pulmonary/intratracheal instillation,

Genotoxicity, reprodhictive and developmental toxicity, subchronic
toxicity and chronic toxicity testing were not performed, since no
adverse effects were observed in the acute toxicology stidy Tier 1
studies. Tier 1T (885.3550), subchronic toxicology study (EPA OPPTS
885.3600) and chronic feeding studies {gnideline 152-50) are only
required if triggered by adverse effects observed in Tier | studies.

D. Aggregate Exposure

1. Dietary exposure--i. Food. Aspergillus flavus AF361is a
naturally occurring organism, which does not produce aflatoxin and 1s
thus safer than the aflatoxin-producing Aspergillus flavus isolates.
Proposed uses and application rates will not resnlt in increases in the
total population of Aspergilius flaviis on the manire crop beyond
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naturally occurring background levels. FDA does not allow cottonseed
products containing aflatoxin at 20 ppb or higher to be used in dairy
rations. FDA regulations also do not allow cottonseed products
containing aflatoxin levels above 300 ppb, to be used for feeding beef
cattle.

Aspergillus flavus AF36, when applied to the soil just prior to
bloom, has been shown to significantly reduce the levels of aflatoxin
in cottonseed at harvest. Furthermore, the proposed use and application
rate will not increase exposure of humans to Aspergillus flavus by
dietary means, since cotton itself is not a food product for human
consumption. There is minimal dietary exposure to Aspergillus flavus
from cottonseed. There is no mechanism for Aspergillus flavus to be
transferred from the seed to animal products and there is no evidence
that the fungus readily contaminates meat or milk. Seed is typically
extracted for oil witli hexane and that process kills the fungus.
Furthermore, applications of Aspergillus flavus AF36 do not increase
the indigenous populations of Aspergillus flavus associated with the
harvested crop. The applications mierely alter the comiposition of the
fungal community associated with the mature crop so that aflatoxin
producing strains are far less frequent. The result is a much lower
incidence of aflatoxins in the crop and in the environment associated
with the developing and mature crop.

ii. Drinking water. Aspergillus flavus AF36 is a naturally
occurring organism that is already widespread in the environment and is
not considered to be a risk to drinking water. Both percolation through
soil and municipal treatment of drinking water would reduce the
possibility of exposure of Aspergillus flavus through the drinking
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water. Applications of Aspergillus flavus AF36 do not increase the
long-term populations of Aspergillus flavus in the environment, and
thus are not expected to influence the relationship of Aspergillus

flavus to water sources. Applications merely change the composttion of
the Aspergillus flavus community so that aflatoxin producing strains
are less common in the environment.

2. Non-dietary exposure.The potential for non-occupational, non-
dietary exposure to the general population is not expected to be
stgnificant and is not expected to present any risk of adverse health
effects.

E. Cumulative Exposure
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There are no other registered products containing Aspergillus
flavus AF36 or any other isolates (strains) of the microbial active
ingredient. Data submitted show that the fungal metabolite of concern,
which is aflatoxin, is not produced by Aspergillus flavus AF36 in the
crop or in artificial media in the lab. When applied prior to
Rowering, Aspergillus flavus AF36 has been shown to exclude aflatoxin
producing fungi competitively from the developing crop and to reduce
aftatoxin contamination of cottonseed. Data show (hat the proposed use
will not result in appreciable increases in the long-term population of
Aspergillus flavus on the crop beyond naturally occurring levels.
Furthermore, there is no expectation of cumulative effects with other
pesticides.

I. Safety Determination

1. U.S. population. Aspergillus flavus AF36 is a naturally
occurring organism. This isolate has low toxicity as demonstrated by
_the acute oral toxicity study in rats. Aspergillus flavus is ubiquitous
throughout the hot desert valleys in Arizona. Studies have shown that
treatment of cotton fields just prior to flowering with sterile wheat
seed colonized by Aspergillus flavus AF36 at 10 1b per acre does not
increase the long-term populations of Aspergillus flavus either on the
crop at maturity or in the soil 1 year after application. Based on this
information, Interregional Research Project Number-4 is of the opinion
that the aggregate exposure to Aspergillus flavus over a lifetime
should not change with application of Aspergillus flavus AF36, and
exposure to both aflatoxin producing Aspergillus Navus strains and
aNatoxin should decrease. This should be beneficial to human health.
Thus, there is a reasonable certainty that no harm will result from
aggregate exposure to Aspergillus flavus AF36.

2. Infants and children. Based on the lack of toxicity and natural
occurrence, there is reasonable certainty that no harm to infants,
children, or adults will result from aggregate exposure to Aspergiilus
flavus AF36. Exempting Aspergillus flavus AF36 from the requirement of
a tolerance should pose no significant risk to humans or the
environment. :

G. Effects on the Immune and Endocrine Systems

Aspergillus lavus AF36 is a naturally occurring organism, which
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does not produce aflatoxin, and is thus safer than the Aspergillus
flavus isolates that produce aflatoxin. To date there is no evidence to
suggest that Aspergillus flavus AF36 functions in a manner similar to
any known hormone, or that it acts as an endocrine dismpter.

H. Efficacy

Existence of aflatoxins in the environment is a public heaith
hazard. Data were submitted to demonstrate that proper use of
Aspergillus flavus AF36 results in reductions in the average aflatoxin
producing potential of fungi resident in treated areas and in
reductions in the quantity of aflatoxins in crops. In field tests prior
to 1996, the aflatoxin content of cottonseed was shown to be inversely
related to the proportion of the Aspergillus flavus community on the
crop composed of Aspergillus flavus AF36. Detailed analyses of the
aflatoxin content of commercial fields from 1996 thwough 1998 confirmed
that reduced aflatoxin levels were associated with displacement of
aflatoxin producers by Aspergillus flavus AF36 from treated crops and
that treatiments were associated with up te 90% reductions in crop
aflatoxin content.

Efficacy of applications of Aspergillus flavus AF36 in displacing
aflatoxin producers was demonstrated for fungal communities both on
cottonseed from treated crops at harvest and in soils of treated ficlds
| year after treatment. This inclided cotton crops treated in 1996 (112
acres treated), 1997 (463 acres treated), 1998 (499 acres), 1999
{10,488 acres), 2000 (16,725 acres), and 2001 {19,975 acres treated).

The proportion of Aspergillus flavis communities composed of

Aspergilius flavus AF36 indicates the extent to which aflatoxin

producers were displaced. In 1996 average incidence of AF36 on treated
crops was 88.5% and in the soil, | year after treatment, incidence of

AF36 was 85.2%. Incidences of AF36 on treated crops were 78% and 67% in
1997 and 1998, respcctively, and in soil | year after treatment, AF36
incidences were 72% and 77%, respectively. Successful displacement was
also observed as the acreage treated rapidly expanded from 1999 to 2001
with average incidences of AF36 on treated crops ranging from 57% in

1999 to 66% n 2001.

Aflatoxin-producing S strain isolates of Aspergillus flavus are
prominent in soils ol cotton producing areas of Arizona and scuth
Texas. They produce more aflatoxins than other Aspergillus flavus

"isolates such as the non-aflatoxin-producing L strain Aspergillus
flavus AF36. Applications of AF30 during the experimental prograny were
effective at displacing the high aflatoxin producing S strain of
Aspergillus flavus. During the course of the experimental use program,
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Aspergillus flavus AF36 also caused long-term reductions in the
aflatoxin producing potential of fngal communities in agricultural
fields. Aspergillus flavus AF36 retained atoxigenicity (failure to
produce aflatoxins) upon repeated reisolation from treated fields 1, 2,
or 3 years after treatment. Thus, there was a long-term reduction in
the potential of fungal communities to produce aflatoxins in treated
areas. The average aflatoxin producing potential of Aspergillus flavus
communities resident in soils of treated fields was reduced on average
73% 1 year after treatment over the 3 year period {1996 to 1999). 8
strain isolates, which produced very high levels of aflatoxins, with
field averages ranging from 7,100 ppb, aflatoxin to 22,700 ppb,
aflatoxin, were effectively displaced. Their incidence was reduced from
initially composing 46% of Aspergillus flavus soil communities to
composing on average of 11%.

I. Existing Tolerances

The registrant is not aware of any existing tolerances or tolerance
exemptions for Aspergillus fiavus AF36, other than the temporary
tolerance exemption on cotton (40 CFR 180.1206} in conjunction with an
EUP, which expires on December 30, 2004.

J. International Tolerances

There are no Codex maximum residue levels established for residues
of Aspergillus flavus AF306. Aspergillus flavus AF36 containing products
are presently not registered for pest contro! outside of the United
States.

[FR Doc. 03-3696 Filed 2-13-03; 8:45 am]
BILLING CODE 6560-50-S
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Dr Janet Andersen

Biopesticide and Pollution Prevention Division
c/oDocument Processing Desk

Office of Pesticide Programs 7504C

U, S. Environmental Protection Agency

Room 226, Crystal Mall 2

Arlington, Virginia 22202

July 30, 2002

. RE: Aspergillus flavus AF-36
Scction 3 registration

Dear Dr Andersen:

This letter authorizes the Environmental Protection Agency to refer to the USDA/ARS
Southern Regional Research Center data on Aspergillus flavus when considering the
application for registration for Aspergifius flavus AF-36 submitted for the Arizona Cottoo

Research and Protection Council by the TR-4 Project. This includes all data previously
submitted for both the Experimental Use Permit and Section 3 registration.

‘ Sincerely,

Peter J. Cotty, Ph.DD.
Research Plant Pat
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